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NOT REVIEWED
In Accordance with PR Notice 82-2

Rased on Draft Labeling Dated ?”:;em'f' ﬁf ﬁg/

T T P b 2 R,

Seresto '™ Small Dog

For 8 —month prevention and treatment of ticks and fleas on smail dogs and puppies
7 weeks of age and older and up 1o 18 Ibs. (3 ka)

ACTIVE INGREDIENT:
Fiumethrin; [Eyano{4 —fiuoro — 3 — phenoxyphenyl)methyi 3 —[2 —chioro— 2 —

(4 — chlorophenylethenyl] — 2,2 — dimethylcyclopropanecarboxylate]™............. 4.5%
midacloprid... ..o i e e s rr e ssaa e e neann 10.0%
OTHER INGREDIENTS ........... U 85.5%
* L1 1 G D PR 100.8%

*Trans £ — titrans Z — 2 ratin: max 66% trans Z— 1 and min 34% trans Z—2

Net Conients: 1 Coliar 0.44 oz. {12.5 gm) per coliar
EPA Reg. No. 11556 — 155 EPA Est. No. 11556 — KS —1

See insert inside for addilional Product informalion and Directlions for Use.
READ THE ENTIRE LABEL BEFORE EACH USE

DO NOT OPEN UNTIL READY TO USE
i DO NOT LET CHILDREN PLAY WITH THIS COLLAR

i Manufactured For:

! Bayer HealthCare 11.C, Animat Health Division Mat. No.: 81544906
P.0. Box 390, Shawnee Mission, Kansas 66201 USA Batch No.: KPBSKTS
3 Made in Germany SSib: 2180

§
f ¢
k\mww.m.m....“ A e pngn et emae 1 e - . enn e et L ek : wal



Tnner Pow b

NP A

- \

Seresto™ Small Dog

10.0% imidacioprid
4.5%0 flumethrin

Do not let children play with this collar
FOR USE ON DOGS

See insert for complete Iabel information.
Do not open until ready to use.

BAYER

| EPA Reg. No. 11556 — 155
| EPA Est. No. 11556 — KS — 1




NOT REVIEWED
in Accordance with PR Notice 82-2
Based on Draft Labeling Dated

Froen? P t'?&/

Serasto ™ Large Dog

For 8 — month prevention and treatment of ticks and fleas on large dogs and puppies
7 weeks of age and gider and above 18 Ibs. (8 ku)

ACTIVE INGREDIENT:
Flumethrin; [Cyano(4 —fluore — 3 — phenoxyphenyl)ymethyl 3 —[2 —chloro— 2 —

(4 — chiorophenyl)ethenyll] —2.,2 —dimethylcyclopropanecarboxylate}™............. 4 .5%e
LE 13T T T LT v 1 T ¢ VPN 10.0%
OTHER INGBREDIENT S ... i i iiiiicrrieiamnrssasrreaemrrvenasrmrsassassasennrennmeanmnsns 85.5%
I 1 T P 100.6%

*Trans Z — Hitrans Z —2 ratio: max 66%s trans Z—1 and min 34% trans Z—2

Net Contents: 1 Gollar 1.6 oz. (45.0 gm} per collar
EPA Reg. No. 11556 — 155 EPA Est. No, 11556 —KS —1

See insert inside for additional Product Information and Directions for Use.
READ THE ENTIRE LABEL BEFORE EACH USE

DO NOT OPEN UNTIL. READY TO USE
DO NOT LET CHILDREN PLAY WITH THIS COLLAR

Manufactured For;

Bayer HealthGare LLC, Animal Health Division Mat. No.: 81544930
P.O. Box 390, Shawnee Mission, Kansas 66201 USA Batch No.: KPO5KF6
Made in Germany SSID: 2181

S
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Seresto™ Large Dog

10.0% imidacloprid
4.5% flumethrin

%

| Do not let children play with this collar
| FOR USE ON DOGS

|

See insert for complete label information.
Do not open until ready to use.

BAYER

EPA Est. No. 11556 —KS — 1

|
I EPA Reg. No. 11556 — 155
‘]l
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Seresto™ Small Dog

For 8-month prevention and treatment of ticks and fleas on smal! dogs
and puppies 7 weeks of age and older and

Seresto™ Large Dog

For 8-month prevention and treatment of ticks and fleas on large dogs and
puppfes 7 weeks of age and older and above 18 Ihs, (8 kq)

+ Repeys and kills ticks for 8 months, including Deer ticks, {Ixodes stapularis) vector
of Lyme disease and araplasmosis), American doq ticks, {(Dermacentor variabilis)
vectar of Rocky Mountain spotted fever and ehrlichiosis, Brown dog ficks,
{Rhipicephalus sangingus) vector of ehrillchiosis, anaplasmosis, bartongliosis,
habesiosis, canine hemoplasmosis, and Recky Mountain spotted tever), and Lone
Star ticks {Amblyomma americanum}) vector of erhtichiosis

» Prevents tick infestations within 48 hours after application

« Re-intesting ticks are repelled andfor killed as quickly as & hours

+ Quickly kills fleas on dogs within 24 howrs and continugs to prevent infestations
tor 8 months

+ Reinfesting fleas are killed within 2 hours with protection against turther tlea
infestation lasting 8 months

* Kills fleas before they lay eqos

+ Ajds in controd ot tlea larvae in the dog's surrounding

« Treatment with Seresto kitls fleas and may reduce the risk ot tapeworm infections
{Dipytidium caninum), Baronellosis (Bartonella vinsonii, Bartonella spp.), and
Rickettsiosls (Ricketisia fetis), which are types of canine vector bome diseases

« Aids in the treatment and control of Sarcoptic mange

« {take sure to replace the collar after B months tor year-rovnd control prevention

« o need to remove collar when your pet goes swimming or gets tathed

* Water resistant

« Patented Bayer polymer mafrix ensures that hoth active ingredients are slowly and
continuously released in low concentrations

ACTIVE tNGREGIENT:

Flumethnin; {Cyano(4-fluore-3-phenoxyphenylimetiy! 3-[2-chloro- 2-
{4-chlorophenyliethenyl) -2, 2-dimethylcyelopropanecarboxylate]™ e 4.5%
Imidacloprid 10.0%
OTHER tNGREDIENTS. B5.5%
Total 100.0%

*Trans Z-tfirans Z-2 ratio; max 66% trans Z-1 and min 34% trans Z-2
EPA Rey. No. $1556-155 EPA Est. No. 11556-KS-1

READ THE ENTIRE LABEL BEFORE EACH USE
D0 NOT OPEN UNTIL READY T0 USE
00 NOT LET CHILDREN PLAY WITH THIS COLELAR
KEEP GUT OF REACH OF CHILDREN

HOT LINE NUMBER
Have the product container ar label with you when calling a poison cantral center
ar gactor, or going for treatment.
+ For GONSUMER QUESTIONS, call 1-B00-255-6826,
» For medical emergencies involving HUMANS, call 1-800-422-9874.
+ For medical emergencies involving ANIMALS, call 1-800-422-0874.

CIRECTIONS FOR USE
1tis a viotation ot Federal Law to use this product in 2 manner inconsistent with its
labeling. Do not contaminate feed or foad.
HOW TO APPLY
O collar per animal to be fastened around the neck,

Remove cotlar from pratective bag directly before use. Unrolt collar and make sure
that there ars no remnants from the plastic connectors inside the collar. Insert end
of the collar through the buckle, Adiust the collar around the arimal’s reck without
tightening it too tight (as & puide, it should be possible to insert 2 fingers between
the collar and the neck). Pull excess collar through the loop{s} and cut olf any excess
length extarding beyond 1mch {2 cm) beyond the toop(s).

The coltar shotd be worn continuously for the 8 month protection period. Check
periodically and adjust fit if necessary, especially when puppies are rapidly growing.

dnseeT

This collar is designed with a satety-closure mechanism. In the unlikely event of a
dog heing trapped, the dog’s own strength is sulficient to widen the collar to alow
for quick retesse.

Reptace the collar atter B months for optimal Hea and tick protection.

PRODUCT INFORMATION )
Kills freas which may cause tlea allergy dermatitis (FAD) or ftga hite hypersensitivity
{FBH},

Seresto kills existing teas on dogs within 24 hours. Reintesting fleas are killed
within 2 hours with protection against further flea infestation lasting elght (8)
months. Pre-existing pupae in the environment may continie to emerge for six (6)
weeks or longer depending upon the climatic conditions:; Seresto aids in the control
al fleatarvae in the dog's surroundings following contact with a Seresto-treated dog.

Ticks atready on the dog prior to treatment may not be Rilled immediately after colfar
application and may remain attached and visible. At the time of application remove
ticks already on the dog. The prevention of infestations with new ticks stars within
48 hours after application of the collar. Re-infesting ticks are repelled andfor killed
as quickly as § hours.

Aids in the treatment and control of Sarcaptic mange,

Seresto is water resistent and remains effective following 2 shampoo treatment,
swimming or after exposwe to rain or sunlight. Under nommal conditions,
gttectiveness lasts for 8 months. In order to maintain an eight-month duration, dogs
must not be bathed more thar orce per month. For dogs that $wim once a month
or raore, the controt duration is reduced to 5 months. In case of loss of collar, a new
coltar may be applied immediately.

Oceasionally slight itching may be observed in animats that are not used to wearing
collars in the first fow days after ftting. Ensure that the collar Is not fitted oo tightly.
Slight hair loss and mild skin reactions due to the mechanical iritation of the collar
may accyr at the application site which usualty recover within 1 or 2 weeks without
the need for collar remaval, If you notice any serious effects or other effects not
mentioned in this leaflet, ptease inform your velerinarian.

Oa not attach a lzash to the collar as this may cause hreakage.

Keep the eollar In the bag and in the outer packapging untll use, As with any
pesticide product, do not aliow small children to play with the collar or to put them
into their mouths, Avoid contact with eyes, skin or clothing. Wash thoroughly with
s0ap and cold water after fitting the collar. People with sensitivity reactions to the
ingredients of the collar should avoid contact with the collar. Do not place collar in
mouth, Mot intended for use on humans.

Forexternal pse on dogs only. Do notuse on other anlmals, 00 not use on puppies
under seven weeks o age. Do not get this product in dog's eyes or mouth. As with
any product, consult your veterinarian before using this product on debilitated, aged,
hieeding, pregrant, or nursing animals. Individuat sensitivities, while rare, may
occur after using ANY pesticide product for pets. 1 signs of sensitivity occur remove
collar and bathe your pet with mild soap and rinse with large amounts of water. It
sighs persist, or become more severe, consutt a veterinarian immediately. It your
arimal 1s on medication, consult your velerinalan hefore using this or any other
product. f your dog is experiencing an adverse event, contact your veterinarian and,
call 1-800-422-9874.

The patented Bayer polyrer matilx system ensures that both
active ingradients are slovily and continuously released in low
concentrations from the collar towards the animal. This avoids
peak concentrations and ensures that concentrations of hoth
active ingredients are present in the dog's haircoat during the
entire efficacy period. The active ingredients spread from the
site of direct contact over the enttre skin surface.

STORAGE AND DISPOSAL
Do nat contaminate water, food or feed by storage or disposal.
Pesticide Storage: Store in onginal unopened container in 2 cool, dry place that
is inaccessibie to Children. (et

GContalner Disposal: Dispose of container, pouch and expired coli jii trash.

RS

LIMHTEQ WARRANTY AND LIMITATION OF DAMAGES <

Bayer HealthCare LLC, Animal Health Division, warrants that thig friaterial conforms,
to the chemical description on the tabsl, TO THE EXTENT CONSISTENT WITH®
APPLICABLE LAW, BAYER MAKES ND DTHER EXPRESS OR IMPLIFD INARRANTY,
INCLUDING ANY OTHER EXPRESS OR IMPLIEC WARRANTY GF FITWESS OR. .
MERCHANTABIL{TY, and no agent of Bayer is authorized to do so'ekéebt in wilting -
with a specific reference to this warranty. To the extent consisten® with upplicable
law any damages arising from a breach ot this warranty shall bs,linied to direct « -
damages and shall not inctude consequential commercial damages such as loss of ,
profits or values, gtc, ‘

Baysr {reg’d}, the Bayer Crass {reg'd}, and Seresto are trademarks ot Rayar

Manufactured For

Bayer HealthGare LLC

B Animg} Health Division
BA¢E A _PD. Box 350 81544306
= Shawnes Mission, Kansas 66201 USA 81544930
R Made in Germany 16720



EPA Reg:_ﬂiumber: Date of Issnance:

.S, ENVIRONMENTAL PROTECTION AGENCY 11556-155
Office of Pesticide Programs Mﬁ A 1 6 ?012
Registration Division (H7505C) Term of Issuance:
1200 Pennsylvania Avcnue, N.W. Unconditional

Washingten, D.C. 20460

Name of Pestivide Product:

NOTICE OF PESTICIDE:
X__Registration
____Reregistration

PNR 1427 Insecticide

(Under FIFRA, as amended)

Name and Address of Registrant (include ZIP Code):
Bayer HealthCare LLC

Animal Health Division

P.0O. Box 390

Shawnee Mission, KS 66201-0390

On the basis of information furmished by the registrant, the above natned pesticide is hereby registered/reregistered under the Federal Insecticide, Fungicide
and Rodenticide Act.
Registration is in no way to be construed as an endorsement or recommendation of this product by the Agency. In order to protect health and the

environment, the Administrator, on his motion, may at any time suspend or cance! the registration of 2 pesticide i accordance with the Act. The acceptance
of any name in connection with the registration of a product under this Act is not to be construed as giving the registrant a right to exclusive use of the name

or to its use if it has been covered by others.

This product is uncenditienally registered in accordance with FIFRA sec. 3(¢)(5) for a period of
one year from the date of registration. This registration will expire on March 17, 2013.

Once a pesticide is registered, however, it is not regarded as permanently acceptable.
Registration does not eliminate the need for continual reassessment of pesticides. If the Agency
determines that, at any time, additional data are required to maintain in effect an existing
registration, the Agency will require submission of such data under FIFRA section (3).

I. Youwill make the following label changes before you release the product for shipment:
a) Revise the EPA Registration Number to read “EPA Reg. No. 11556-155.”

b) Replace the following claim: “For 8-month prevention and treatment of ticks, fleas, and
lice on ... etc” with “For 8-month prevention and treatment of ticks and fleas on ... etc”.
Also replace “Replace the collar after § months for (optimal) (continuous) flea, (lice) and
tick protection” with “Replace the collar after 8 months for (optimal) (continuous) flea,
and tick protection”. All claims related to “8 months” must be limited to fleas and ticks

only. Other pests are not controlled for that duration.
¢) Claims against lice must be limited to one month.

d) Tick claims for killing within 6 hours of re-infestation on cats must be removed from the
label. Based on the submitted or cited data the claim only is supported for dogs.

Sigajure of pprovmg Offjcial: _ Date:
&Q@w /gm}b ok 1
Ridhard Gebken roduct Manager CUZU } /(() ) QZO /Q_,

Insecticide Branch/Registration Division (7505F)

Enclosure



e) All waterproof claims must be clarified as follows:

- In order to maintain an eight month control duration, dogs must not be
bathed more than once per month.

-~ 1f dogs swim once per month, the control duration must be revised to 5
months.

- Water exposure (i.e. immersion, bathing, or prolonged exposure to
rain) can only be once per month.

f) On page 2 delete the directions for killing roaches and ants (in the
environment”).

g) All claims related to control of flea larvae in the pet’s environment must
be removed or revised to “aids on control” for fleas in the pet’s
environment.

h) All disease claims must be deleted, unless the claim is stated
“kills/controls xxx pest that may vector yyy”.

i) All claims of “breaking the flea life cycle” must be deleted.

2. Please submit three (3) copies of your final printed labeling before releasing the
product for shipment. If these conditions are not complied with, the registration
will be subject to cancellation in accordance with FIFRA section 6(e). Your
release for shipment of the product bearing amended labeling constitutes
acceptance of these conditions. A stamped copy of the label is enclosed for your
records.

If you have any questions regarding this action, please contact BeWanda
Alexander at www.alexander.bewanda@epa.gov ot (703) 305-7460.




ACCEPTED
with COMMERN. _
In EPA Letter Dated
dnder (AR 16 201
Reason To Issue:  Propose new registration ﬁgﬁgfgé%? aﬁ;ﬁ&?ﬁc}ﬁ: Date; 03/12/12
A% Afended. for the pesticide Supersedes: 09/20/10

eEseied under EPA Reg, Mo,
" iI\S% r'tﬁﬁg ° Page 1 of 13

Note to Reviewer: Brackets [ ] and paréntheses { ) denote optional language

PNR1427 Insecticide
Alternate Brand Names: Seresto Small Dog; Seresto Large Dog; Seresto Cat

Optional Language for Small Collar
[For 8-month prevention and treatment of ticks, fleas, and lice on (small) dogs and

puppies 7 weeks of age and older and up to [(18 Ibs.)(8 kg)] [body weight]]
=07~

[For 8~-month prevention and treatment of ticks and fleas on cats and kittens 10 weeks of age
and older]
-01"..

[For 8-month prevention and treatment of ticks, fleas, and lice on (small) dogs and

puppies 7 weeks of age and older and up to [(18 lbs.)(8 kg)] [body weight]] [and/or]
prevention and treatment of ticks and fleas on cats and kittens 10 weeks of age and older]

Optional Language for Large Collar:

[For 8-month prevention and treatment of ticks, fleas and lice for 8 months on (large)
dogs and puppies 7 weeks of age and older and above [(18 1bs.)(8 kg)] [body weight] ]

) [Selected optional label claims bulleted here from pages 9 to 15]

ACTIVE INGREDIENT:

Flumethrin; [Cyano(4-fluoro-3-phenoxyphenyl)methyl 3-[2-chloro- 2-(4-
chlorophenylethenyl] -2,2-dimethyleyclopropanecarboxylate]* . .. .......... 4.5%
Imidacloprid. . .. ... o e 10.0%
OTHER INGREDIENTS . .. .. e e 85.5%
g s 2 N O I T 100%

*Trans Z-1/trans Z-2 ratio: max 66% trans 7Z-1 and min 34% trans 7-2

Net Contents: (X) Collar (s) — XX oz. (XX grams) per collar

EPA Reg. No. 11556-XXX | EPA Est. No, 11556-TBD

PNR 1427 Insecticide 03122012b.doc

10



Reason To Issue:  Propose new registration Date: 03/12/12
Supersedes: 09/20/10

Manufactured For

Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

READ THE ENTIRE LABEL BEFORE EACH USE

{For small collar: USE ON [{DOGS)(CATS)]]
_Or._
[For small collar: USE ON SMALL DOGS and CATS}
_Or._

[For large collar: USE ONLY ON DOGS]

DO NOT OPEN UNTIL READY TO USE
DONOT LET CHILDREN PLAY WITH THIS COLLAR [OR REFLECTORS]

KEEP OUT OF REACH OF CHILDREN
[CHOKING HAZARD - CONTAINS SMALL PARTS]

See {(back panel)(insert)] for additional Product Information and Directions for Use.

HOT LINE NUMBER

Have the product container or label with you when calling a poison control center or doctor,
or going for treatment.

e For CONSUMER QUESTIONS, call 1-800-255-0826.

¢ For medical emergencies involving HUMANS, call 1-800-422-9874.

o For medical emergencies involving ANIMALS, call [-800-422-9874.

PNR 1427 Inseeticide 03122012b.doc

11



Reason To Issue:  Propose new registration Date: 03/12/12
Supersedes: 09/20/10

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.
Do not contaminate feed or food.

HOW TO APPLY
One collar per animal to be fastened around the neck.

Remove collar from protective bag directly before use. Unroll collar and make sure that there
are no remnants from the plastic connectors inside the collar. Insert end of the collar through
the buckle. Adjust the collar around the animal's neck without tightening it too tight (as a
guide, it should be possible to insert 2 fingers between the collar and the neck). Pull excess
collar through the loop(s) and cut off any excess length extending beyond (1/onefan) inch (2
cm) beyond the loop(s}.

[After application of the collar, three reflector clips may be fixed permanently to the collar to
increase the animal’s visibility in the dark. Take the clips out of the bag. The clips should be
evenly distributed on the non-overlapping part of the collar. The clips are correctly applied
when a clicking sound is heard. For safety reasons once the reflectors are fixed to the collar
the clasp closes permanently and cannot be re-opened. ]

[Optional Viguals:

-0r -

PNR 1427 Insecticide 03122012b.dec

12



Reasen Te Issue:  Propose new registration Date: 03/12/12
Supersedes: 09/20/10

Cat

The collar should be worn continuously for the 8 month protection period. Check
periodically and adjust fit if necessary, especially when [(puppies)(kittens)] are rapidly
growing.

This collar is designed with a safety-closure mechanism. In the unlikely event of a
[(dog)(cat)(pet)] being trapped, the [(dog’s)(cat’s)(pet’s)] own strength is sufficient to widen
the collar to allow for quick release.

Replace the collar after 8§ months for (optimal) (continuous) flea, (lice} and tick protection.

PRODUCT INFORMATION
Kills fleas which may cause flea allergy dermatitis (FAD) or flea bite hypersensitivity (FBH).

[(PNR 1427 Insecticide)(Brandname)(This product)(The collar)] kills existing fleas on
[(dogs)(cats)] within 24 hours. Reinfesting fleas are killed within 2 hours with protection
against further flea infestation lasting eight (8) months. Pre-existing pupae in the
environment may continue to emerge for six (6) weeks or longer depending upon the climatic
conditions.

Larval flea stages in the [(dog’s)(cat’s)] surroundings are killed following contact with a
[(PNR 1427 Insecticide)(brand name)]-treated [(dog)(cat)].

Ticks already on the [(dog)(cat)] prior to treatment may not be killed immediately after collar
application and may remain attached and visible. At the time of application remove ticks
already on the [(dog)(cat)]. The prevention of infestations with new ticks starts within 48
hours after application of the collar.” ' ’

PNR 1427 Insecticide 03122012b.doc

13



Reason To Issue:  Propose new registration Date: 03/12/12
Supersedes: 69/20/10

Re-infesting ticks are [(repelled)(killed)(repelled and/or killed)] as quickly as 6 hours.

(Kills lice on dogs.)
Aids in the treatment (and control) of Sarcoptic mange.

[(PNR 1427 Insecticide)(Brand name)(This product)(The collar)] is waterproof and remains
effective following a shampoo treatment, swimming or after exposure to rain or sunlight.
Under normal conditions, effectiveness lasts for 8 months. In case of loss of collar, a new
collar may be applied immediately.

Occasionally slight itching may be observed in animals that are not used to wearing collars in
the first few days after fitting, Ensure that the collar is not fitted too tightly. Slight hair loss
and mild skin reactions due to the mechanical irritation of the collar may occur at the
application site which usually recover within 1 or 2 weeks without the need for collar
removal. If you notice any serious effects or other effects not mentioned in this leaflet, please
inform your veterinarian.

Do not attach a leash to the collar as this may cause breakage.

Keep the collar in the bag and in the outer packaging until use. As with any pesticide
product, do not allow small children to play with the collar (or reflectors,) or to put them into
their mouths. Avoid contact with eyes, skin or clothing. Wash thoroughly with soap and cold
water after fitting the collar. People with sensitivity reactions to the ingredients of the collar
should avoid contact with the collar. [Choking hazard. Contains small parts]. Do not place
collar [or reflectors] in mouth. Not intended for use on humans.

For external use on [(dogs)(and)(cats)] only. Do not use on other animals. [(Do not use
on puppies under seven weeks of age.)(Do not use on kittens under ten (10) weeks of age.)]
Do not get this product in [(dog’s)(cat’s)] eyes or mouth. As with any product, consult your
veterinarian before using this product on debilitated, aged, breeding, pregnant, or nursing
animals. Individual sensitivities, while rare, may occur after using ANY pesticide product
for pets. If signs of sensitivity occur remove collar and bathe your pet with mild soap and
rinse with large amounts of water. If signs persist, or become more severe, consult a
veterinarian immediately. If your animal is on medication, consult your veterinarian before
using this or any other product. If your [(dog)(or)(cat)] is experiencing an adverse event,
contact your veterinarian and, call 1-800-422-9874.

The patented Bayer polymer matrix system ensures that both active [(substances)

(ingredients)| are slowly and continuously released in low concentrations from the collar
towards the animal. This avoids peak concentrations and ensures that concentrations of both

PNR 1427 Inseciicide 03122012b.doc
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active {(substances)(ingredients)] are present in the {{cat’s)(and/or)(dog’s)] haircoat during
the entire [(protection){efficacy)] period. The active [(substances)(ingredients)] spread from
the site of direct contact over the entire skin surface.

[INSERT DIAGRAM THAT DEPICTS RELEASE FROM MATRIX.]

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Pesticide Storage: Store in original unopened container in a cool, dry place that is
inaccessible to children.

Container Disposal: Dispose of container, pouch and expired collar in trash.

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division, warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH APPLICABLE
LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED WARRANTY,
INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF FITNESS OR
MERCHANTABILITY, and no agent of Bayer is authorized to do so except in writing with a
specific reference to this warranty. To the extent consistent with applicable law any damages
arising from a breach of this warranty shall be limited to direct damages and shall not include
consequential commercial damages such as loss of profits or values, etc. [The reflector clips
contained herein are only meant to be used in combination with the specific collar and have
been tested only for such use and purpose. To the extent consistent with applicable law,
Bayer excludes liability for any misuse and use other than in combination with the specific
collar as described in the packaging leaflet.]

PNR 1427 Insecticide 03122012b.doc
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Pouch Label
[(PNR 1427 Insecticide)(Brand name)]

10.0% imidacloprid
4.5% flumethrin

Do not let children play with this collar (or reflectors).
FOR USE ON (CATSYDOGSYCATS & DOGS)
See (outer containet/leaflet) for complete label information.
Do not open until ready to use.
BAYER
EPA Reg. No. 11556-XXXX
EPA Est. No. 11556-TBD

Lot No. 4300000

PNR 1427 Insecticide 03122012b.dec
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Reason To Issue;  Propose new registration Date: 03/12/12

Supersedes: 09/20/10

Note to Reviewer: Brackets [ ] and parentheses ( ) denote optional language

Optional/Alternative Marketing Claims — Dogs

¢ @ 06 % © © ¢ 6 o e

General Claims - Dogs

Two active [(substances)(ingredients)} provide dual action against ticks, fleas, and lice
(on dogs)

For use on dogs and puppies 7 weeks of age and older

Tick, (and) flea (and lice) (prevention)(control)(and) treatment for dogs 7 weeks of age
or older

[(PNR 1427)(Brand name)(This product)] is indicated for the prevention and treatment
of ticks, fleas and lice on dogs and puppies (7 weeks of age and older)
[Effective][Long-lasting] [protection] for 8§ months

Kills (and repels) ticks, (and) kills fleas (and lice)}(for 8 months)

Reliable 8-month protection against ticks, fleas, and lice on dogs (and puppies)
[3-way] protection against fleas, ticks and lice

8-month protection against ticks, fleas and lice

For (small) dogs up to [(18 1bs.)(8 kg)} [body weight]

For (large) dogs above [(18 Ibs.)(8 kg)] [body weight]

For external use on dogs

For [(small dogs and puppies)(large dogs)}

Fully effective within 48 hours after initial application of collar

Tick Claims - Dogs
Repels and kills ticks, including [(Deer)(Black-legged)] ticks, ({xodes scapularis)

(vector of Lyme disease and anaplasmosis), American dog ticks, (Dermacentor
variabilis) (vector of Rocky Mountain spotted fever and ehrlichiosis), Brown dog ticks,
(Rhipicephalus sanguineus) (vector of ehrlichiosis, anaplasmosis, bartonellosis,
babesiosis, canine hemoplasmosis, and Rocky Mountain spotted fever), and Lone Star
ticks (dmblyomma americanum) (vector of ehrlichiosis) for 8 months

Treatment with [(PNR 1427)(brand name)(this product)(the collar)j kills ticks that may
transmit Anaplasmosis (dnaplasma phagocytophilium), Bartonellosis (Bartonella
vinsonii, Bartonella spp.), Babesiosis (Babesia canis, B. gibsoni), Borreliosis (Borrelia
burgdorferi), canine hemoplasmosis (Mycoplasma haemocanis), Ehrlichiosis (Ehrlichia
canis, E. chaffeensis, E. ewingii), Hepatozoonosis (Hepatozoon canis and H.
americanum), and Rickettsiosis (Rickeitsig rickettsii) [,which are types of (canine)
vector borne diseases}

Efficacy against ticks (by repelling and killing) that may transmit Anaplasmosis
(Anaplasma phagocytophilium), Bartonellosis (Bartonella vinsonii, Bartonella spp.),

PNR 1427 Insecticide 0312201 2b.doc
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Supersedes: 09/20/10

Babesiosis (Babesia canis, B. gibsoni), Borreliosis (Borrelia burgdorferi), canine
hemoplasmosis (Mycoplasma haemocanis), Ehrlichiosis (Ehrlichia canis, E. chaffeensis,
and E. ewingii), Hepatozoonosis (Hepatozoon canis and H. americanum), and
Rickettsiosis (Rickettsia rickettsity [,which are types of (canine) vector borne diseases)
Kills [(Deer)(Black-legged}] ticks (, which may carry Lyme disease and Anaplasmosis)
Kills American dog ticks (, which may carry Rocky Mountain spotted fever and
Ehrlichiosis)

Kills all [(life}{blood feeding)] stages of ticks

XKills tick adults, larvae, and nymphs

Kills ticks within 48 hours of (intitial) application

Prevents tick infestations within 48 hours after (inititial) application

[(Kills)(Repels)] ticks in 6 hours after (intial) efficacy has been obtained

Re-infesting ticks are [(repelled)(killed}(repelled and/or killed)] as quickly as 6 hours
Protects against all types of ticks (attacking dogs)

Protects your (dog)}and/or){puppy) from all types of ticks (for 8 months}

Easy, effective [(treatment and prevention)(contrel)] of ticks, (and) fleas (,and lice)

Flea Claims - Dogs

a & & @8

e 6 o & D

(Rapidly/Quickly]) Kills fleas on dogs within [24] hours and continues to prevent
infestations for 8 months

Kills fleas before they lay eggs

Reinfesting fleas are killed within 2 hours with protection against further flea infestation
lasting 8 months

Larval flea stages in the dog’s surroundings are killed following contact with a [(PNR
1427)(brand name)] -treated dog, (which will aid in environmental control}

Prevents, treats, and controls flea larvae in the dog’s immediate surroundings
Prevents, treats, and controls adult and larval stages of the flea

Protects your (dog)(and/or }(puppy) from fleas (for 8 months)

For the treatment and prevention of flea infestations [on your dog (and in your dog’s
immediate surroundings}]

One treatment prevents further flea infestations {on dogs) for 8 months

Controls existing flea infestations by killing adult fleas

Prevents reinfestations by killing adult fleas before they lay eggs

Prevents fleas on treated dogs from infesting (reinfesting) your home

Treatment with [(PNR 1427)(brand name)(this product)(the collar)] kills fleas and may
reduce the incidence of [flea allergy dermatitis (FAD)][flea bite hypersensitivity
(FBH)]Iflea bite dermatitis (FBD)]

For prevention and treatment of flea infestation(s) for 8 months

PNR 1427 Ingecticide 03122012b.doc
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[8-month] prevention and treatment of cat fleas (Ctenocephalides felis), dog fleas
(Ctenocephalides canis) and human fleas (Pulex irritans) on dogs

Kills cat fleas (Ctenocephalides felis,) dog fleas (Ctenocephalides canis) and human
fleas (Pulex irritans) on dogs

Treatment with [(PNR 1427)(brand name)(this product)(the collar)] kills fleas and may
reduce the (risk/incidence) of tapeworm infections (Dipylidium caninum), Bartonellosis
(Bartonella vinsonii, Bartonella spp.), and Rickettsiosis (Rickettsia felis) [,which are
types of (canine) vector borne diseases]

Efficacy against fleas that may transmit tapeworm infections (Dipylidium caninum),
Bartonellosis (Bartonella vinsonii, Bartonella spp.), and Rickettsiosis (Rickestsia felis)
[,which are types of (canine) vector borne diseases]

Breaks the flea life cycle

Stops fleas from feeding by (their) paralysis and death

Kills fleas that may cause anemia in dogs

Lice & Other Efficacy Claims - Dogs

]

2 & & & ©

Kills [(biting) (chewing)] lice

For treatment and prevention of [(biting) (chewing)] lice (infestations)
Controls existing [(biting) (chewing)] lice infestations

Treats, prevents and controls [(biting) (chewing)] lice (infestations)
Provides effective control of [(biting) (chewing)] lice (infestations)
Kills [(biting) (chewing)] lice and prevents further infestations

For treatment and prevention of infestations of [(biting) (chewing)] lice
Aids in the treatment (and control) of Sarcoptic mange

Optional/Alternative Marketing Claims — Cats

]

a ¢ & © 9

]

General Claims - Cats

Two active [(substances)(ingredients)] provide dual action against ticks and fleas (on
cats)

For use on cats and kittens 10 weeks of age and older

[Effective][Long-lasting] [ protection] for 8 months

Tick, (and) flea (prevention){control){(and) treatment for kittens 10 weeks of age or older
Tick and flea treatment for cats and kittens 10 weeks of age and older

[(PNR 1427)(Brand name) (The collar)(This product)] is indicated for the prevention
and treatment of ticks and fleas on cats and kittens (10 weeks of age and older)

Kills (and repels) ticks and kills fleas {for 8 months)

(Reliable) (8-month) protection against ticks and fleas [on cats (and kittens)]

[Dual] [2-way] protection against ticks and fleas

PNR. 1427 Insecticide 03122012b.doc
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Tor external use on cais
For cats and kittens
Fully effective within 48 hours after initial application of collar

Tick Claims - Cats

Repels and kills ticks, including [(Deer)(Black-legged)] ticks, (fxodes scapularis)
(vector of Lyme disease and anaplasmosis), American dog ticks (Dermacentor
variabilis) (vector of Rocky Mountain spotted fever, cytauxzoonosis, and ehrlichiosis),
Brown dog ticks, (Rhipicephalus sanguineus) (vector of ehrlichiosis, anaplasmosis,
babesiosis, and Rocky Mountain spotted fever), and Lone Star ticks (dmblyomma
americanum) (vector of cytauxzoonosis and ehrlichiosis) (for 8§ months)

Treatment with [(PNR 1427)(brand name)(this product)(the collar)] kills ticks that may
transmit Anaplasmosis (draplasma phagocytophilium), Babesiosis (Babesia canis,
B.spp.), Borreliosis (Borrelia burgdorferi), Ehrlichiosis (Ehrlichia canis, E. spp.),
Cytauxzoonosis (Cyvtauxzoon felis), and Rickettsiosis (Rickettsia rickettsit) [,which are
types of (cat) vector borne diseases]

Efficacy against ticks (by repelling and killing) that may transmit Anaplasmosis
(Araplasma phagocytophilium), Babesiosis (Babesia canis, B. spp.), Borreliosls
(Borrelia burgdorferi), Ehrlichiosis (Ehrlichia canis, E. spp.), Cytauxzoonosis
(Cytauxzoon felis), and Rickettsiosis (Rickettsia rickettsii) [,which are types of (cat)
vector borne diseases]

Kills [(Deer)(Black-legged)] ticks (, which may carry Lyme disease)

Kills American dog ticks {, which may carry Rocky Mountain spotted fever)

Kills all (life) (blood feeding) stages of ticks

Kills tick adults, larvae, and nymphs

Kills ticks within 48 hours of (intitial) application

Prevents tick infestations within 48 hours after (initial) application

[(Kills)(Repels)] ticks in 6 hours after (infitial) efficacy has been obtained
Re-infesting ticks are [(repelled)(killed)(repelled and/or killed)] as quickly as 6 hours
Protects against all types of ticks (attacking cats)

Protects your (cat)(and/or)(kitten) from all types of ticks (for 8 months)

Easy, effective [(treatment and prevention)(control)] of ticks and fieas

Flea Claims - Cats

(Rapidly/Quickly) Kills fleas on cats within [24] hours and continues to prevent
infestations.(for 8 months)

Kills and repels fleas before they lay eggs

PNR 1427 Insecticide 03122012b.doc
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e  Reinfesting fleas are killed within 2 hours with protection against further flea infestation
(lasting 8 months)

o Larval flea stages in the cat’s surroundings are killed following contact with a [(PNR
1427 (brand name)(collar)] -treated cat (which will aid in environmental control)

e  Prevents, treats, and confrols flea larvae in the cat’s immediate surroundings

e  Prevents, treats, and controls adult and larval stage of the flea

e  Protects your {cat)(and/or)(kitten) from fleas (for 8 months)

e  For the treatment and prevention of flea infestations on your cat (and in your cat’s

immediate surroundings)

One treatment prevents further flea infestations (for 8 months)

Controls existing flea infestations by killing adult fleas

Prevents reinfestations by killing adult fleas before they lay eggs

Treatment with [(PNR 1427)(brand name)(the collar)(this product)] kills fleas and may

reduce the incidence of [flea allergy dermatitis (FAD)][flea bite hypersensitivity

(FBH)1{flea bite dermatitis (FBD)]

e  For prevention and treatment of flea infestation(s) for 8 months

o  [8-month] prevention and treatment of cat fleas (Ctenocephalides felis), dog fleas
(Ctenocephalides canis) and human fleas (Pulex irritans) on cats

e  Treatment with [(PNR 1427)(brand name) (the collar)(this product)] kills fleas that may
transmit Bartonellosis (Bartonella henselae), tapeworm infections (Dipylidium
caninum), Feline infectious anemia (Mycoplasma spp.), and Rickettsiosis (Rickettsia
Jelis)

e  Efficacy against fleas that may transmit Bartonellosis (Bartonella henselae), tapeworm
infections (Dipylidium caninum), Feline infectious anemia (Mycoplasma spp.), and
Rickettsiosis (Rickettsia felis)

o  Breaks the flea life cycle

o  Stops fleas from feeding by (their) paralysis and death

¢ Kills fleas that may cause anemia in cats

e o o

Other Efficacy Claims - Cats
¢  Aids in the freatment (and control) of Sarcoptic mange

Optional/Alternative Marketing Claims — General

Protects for 8 months

(8-month) [(protector band)(pet collar)(collar)]

[(Kills)(Protects)] for 8 months .

(Make sure to) replace (the) collar after 8 months [for year-round (control)(prevention)]
Remains effective after bathing or swimming

% o 8 o
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Reémains effective following shampooing, swimming or after rain

[(Wetness)(Moisture)] does not reduce the collar’s effectiveness

No need to remove (the) collar while bathing pet

No need to remove collar when (your) pet goes swimming or [(gets bathed)(bathing)]

Waterproof

Water resistant

Fragrance-free

Odorless

No (noticeable) odor

Non-greasy

Easy to use

(Easy)(convenient)(to use)(to apply)

[(Graphite)(Gray)][Red][ Yellow][{collar)(color)]

(Adjustable)(convenient)(easy-to-apply) collar

(Light) reflectors for added visibility (in the evening and at night)

(Three) (3) (visibility) refiectors (included)

(Snap-on) reflectors (included) for added (night-time){pet)(visibility)

One collar per animal (to be fastened around the neck)

Contains one collar

[(Patented)(Bayer)(technology) (polymer)(matrix)(system)] ensures that both active

[(substances)(ingredients)] are (slowly) (and continuously) released (in low

concentrations).

e (Patented) (Bayer) (Polymer) Matrix: [(effective)(dependable)(long-lasting)] (flea and
tick) control (for 8 months)

o  (Depot effect:) [Active (substances)(ingredients)] stored inside the polymer matrix and
gradually released over time]

e [(Continuous)(Even distribution)(Steady)] release) of active [(substances)(ingredients)]
(over 8 months)
(Continuous) protection (over 8 months )

e  Contains [(Patented)(Bayer) (polymer)(matrix)(system)]

¢ o O & e 8 & 4 © 0 o € o O D 6 v 0 §v 0

Optional/Alternative Marketing Claims — Combined label for
small collar for use on small dogs and cats

s  For external use on small dogs and cats only
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POLLUTION PREVENTION
MEMORANDUM:

To: BeWanda Alexander

0,

From: Clayton Myers, Entomologist Date: March 14, 2012
~\
Subject; PRODUCT PERFORMANCE DATA EVALUATION RECORD 2 A
DP barcode: 385561, 385623, 393362
Decision no.: 440307
Submission no: 882827, 902307
Action code: RI110.0
Product Name: PNR 1427 Insecticide
EPA Reg, No or File Symbol: 11556-RLL
Formulation Type: RTU Pet Collar

Ingredients statement from the label with PC codes included: Flumethrin, 4.50% PC: 36007; Imidacloprid,
10.00%, PC: 128099

Application rate(s) of product and each active ingredient (Ihs. or gallons/1000 square feet or per acre as
appropriate; and g!nf or mg/cm” as appropriate): One collar per animal, cut to fit with some slack around neck
(varies somewhat upon animal size). Claims through 8 months for some pests, including waterproof/washing/water
immersion.

I. Aetion Requested: Data was submitted to support pest claims for a ready to use, indoor, non-food product; a
companion animal collar impregnated with 2 active ingredients.

I1. Background: The registrant seeks to register a flumethrin/imidacloprid combo pet collar product for contrel of
fieas and ticks and lice on dogs, and fleas and ticks on cats, The registrant has submitted 20 studies to support
efficacy claims.

ITI. MRID Summaries: (Primary Review attached)

a. MRID 48576501
(1) GLP study
(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Deer
ticks, fxodes scapularis adults and nymphs against hair taken from treated animals via an in vitre
exposure study. Three dogs were acclimated and used for this study, with 2 animals provisioned
with the treated collars (one as a backup), and one left as an untreated control. Pre-treatment hair
samples were taken and tick exposures conducted to confirm no insecticidal activity of untreated
hair. Periodically after treatment, through 240 days (8 months), hair samples were taken from the
test dog and control dog from various body surfaces. (One gram of hair was placed into each of 6
Petri dishes to which were added 10 nymph and 10 adult ticks. Counts of live and dead ticks were
made after 48 hours of exposure, Mortality was calculated using Abbott’s formula,
(3) Efficacy for all exposures and all tick stages exceeded $7% through 240 days after initial
placement of the collar, with most of the exposures resulting in 100% control. Authors conclude

Page 1 of 10
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that efficacy is supported for Deer ticks. The primary reviewer concurred that the data was
adequate to support 8 month efficacy claims Deer ticks, but noted that the collars were not
exposed to any weathering and thus the claims were only supportive of dogs kept indoors.

(4) The study is acceptable to § month control claims against Deer ticks, Ixodes scapularis, on
dogs, with control starting within 48 hours of collar placement,

b. MRID 48576502

(1) GLP study _

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Deer
ticks, Ixodes scapularis adults on dogs treated with the collar. Dogs were acclimated and pre-
qualified for tick retention. 16 dogs were used in the study with & each (4 males and 4 females)
allocated to either a treatment or control group. 30 ticks were placed on each dog one day prior to
placement of collars. Dogs under 18 ibs received a small collar and larger dogs received the large
coltar. Ticks were counted 2 days after placement of collars via removal. Periodic re-infestations
were made onto the dogs, with counts and removal at 48 hours. The study was carried through
247 days {8 months). Mortality was calculated using Abbott’s formula,

(3) Efficacy for all exposures and all tick stages exceeded 96% through 247 days after initial
piacement of the collar, with most of the exposures resulting in 100% control. Authors conclude
that efficacy is supported for Deer ticks. The primary reviewer concurred that the data was
adequate to support § month efficacy claims Deer ticks, but noted that the collars were not
exposed to any weathering and thus the c¢laims were only supportive of dogs kept indoors.

(4} The study is acceptable to 8 month control claims against Deer ticks, Ixodes scapularis, with
control starting within 48 hours of collar placement.

c. MRID 48240116

{1} GLP study

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against
Dermacentor variabilis and Rhipicephalus sanguineus ticks and Crenocephalides felis fleas on
dogs treated with the collar. Dogs were acclimated and pre-qualified for flea retention. 16 dogs
were used in the study with & each {4 males and 4 females) allocated to either a treatment or
control group. 50 ticks of each species and 100 fleas were placed on each dog one day prior to
placement of collars. All dogs were over 18 lbs. and thus, all dogs received the large collar. Ticks
and fleas were counted 2 days after placement of collars via removal. Periodic re-infestations
were made onto the dogs, with counts and removal at 48 hours. The study was carried through
254 days (8 months), Mortality was calculated using Abbott’s formula.

(3) Flea efficacy for all exposures exceeded 96% through 246 days after initial placement of the
collar. Flea efficacy upon the day 7 re-infestation was also greater than $0% within 2 hours of re-
infestation. Tick efficacy for both species exceeded 90% through 240 days after initial placement,
except for the 2 day assessment, which was inadequate (likely due to the time taken for the
material to spread through the dogs hair initially). Authors conclude that efficacy is supported for
fleas and ticks. The primary reviewer concurred that the data was adequate to support 8 month
efficacy claims for American Dog Ticks, Brown Dog Ticks, and Fleas, but noted that the collars
were not exposed to any weathering and thus the claims were only supportive of dogs kept
indoors.

(4) The study is acceptable to § month control claims against Ticks (ABT and BDT) and fleas,
with control starting within 48 hours of collar placement for fleas.

d. MRID 48240117

Page 2 of 10

(1) GLP study

{2) A laboratory study was conducted to evaluate killing efficacy of the test product against
Amblyomma americanum adult ticks and Crenocephalides felis fieas on cats treated with the
collar. Cats were acclimated and pre-qualified for flea retention, 16 domestic short-hair cats were
used in the study with 8 each (mixed sex) allocated to either a treatment or control group. 50 ticks
and 100 fleas were placed on each cat cne day prior to placement of collars. Ticks and fleas were
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counted 2 days after placement of collars via removal. Periodic re-infestations were made onto the
cats, {alternating between fleas and ticks over the course of the study) with counts and removal at
48 hours. The study was carried through 246 days (8 months). Mortality was calculated using
Abbott’s formula.

(3) Flea efficacy for all exposures exceeded 90% through 246 days after initial placement of the
collar (8 months). Flea efficacy upon the day 7 re-infestation was also greater than 90% within 2
hours of re-infestation. Tick efficacy exceeded 90% through 240 days after initial placement,
except for the 2 day assessment, which was inadequate (likely due to the time taken for the
material to spread through the cats’ hair initially). Authors conclude that efficacy is supported for
fleas and ticks. The primary reviewer concurred that the data was adequate to support 8 month
efficacy claims for Lone Star Ticks, and Fleas, but noted that the collars were not exposed to any
weathering and thus the claims were only supportive of cats kept indoors.

(4) The study is acceptable to § month control claims against Amblyomma americanyn and fleas
on cats, with control starting within 48 hours of collar placement for fleas.

e, MRID 48240118

(1) GLP study

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against R,
sanguineus and D. variabilis adult ticks and Crenocephalides felis fieas on dogs treated with the
collar after water immersion and shampooing. Dogs were acclimated and pre-qualified for flea
retention. 32 dogs were used in the study with 8 each allocated to 4 groups: Treated imumersed,
Treated shampooed, Untreated immersed, Untreated shampooed. Shampooing was conducted
monthly and the immersion group was immersed in water monthly. 50 ticks of each species and
100 fleas were placed on each dog at times prior to placement of collars. Ticks and fleas were
counted 2 days after placement of collars via removal. Periodic re-infestations were made onto the
dogs, with counts and removal at 48 hours. The study was carried through 232 days (7 months).
Mortality was calculated using Abbott’s formula,

(3) Flea efficacy for the shampoo group exceeded 90% through day 225. For water immersion,
efficacy only exceeded 50% though day 141. R. sanguineus efficacy exceeded 0% though day
232 for both groups. D. variabilis efficacy exceeded 90% though day 225 for shampooing but
only day 197 for water immersion. The primary reviewer concurred with the author’s conclusion
that data was adequate to support 8 month claims for prevention of fleas and ticks when
shampooed once per month. Because D. variabilis efficacy was only adequate for 7 months and
flea efficacy was only adequate through day 141, only a 5 month claim would be acceptably
supported. The reviewer also states that the label must specify that bathing/swimming should be
no more than once per month for the claims to be supported by this data set.

(4) The study is acceptable to support § month claims against fleas and ticks for dogs that are
shampooed no more than once per month. For dogs that swim once per month, flea claims are
limited to 5 months and tick claims to 7 months,

f. MRID 48240119

Page 3 of 10

(1) GLP study

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against Ixodes
ricinus adult ticks and Crenocephalides felis fleas on cats freated with the collar. Cats were
acclimated and pre-qualified for flea retention. 20 domestic short-hair cats were used m the study
with 10 each (mixed sex) allocated to either a treatment or control group. 40 ticks were placed on
each cat two days prior to placement of collars. 100 fleas were placed on the day before treatment.
Ticks and fleas were counted 2 days after placement of collars via removal. Periodic re-
infestations were made onto the cats, (alternating between fleas and ticks over the course of the
study) with counts and removal at 48 hours. The study was carried through 237 days (8 months).
Mortality was calculated using Abbott’s formula.

(3) Tick efficacy for all exposures exceeded 90% through 239 days after initial placement of the
collar (8 months), except for the 2 day assessment, which was inadequate (likely due to the time
taken for the material to spread through the cats’ hair initially). Flea efficacy exceeded 90%
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through 239 days after initial placement. Authors conclude that efficacy is supported for fleas and
ticks. The primary reviewer concurred that the data was adequate to support § menth efficacy
claims for Ticks, and Fleas.

(4) Because fxodes ricinus is a species known to have similar susceptibility to /xodes scapularis
the data are adequate to support 8 month efficacy claims for /xodes ticks. For fleas, the study is
acceptable to 8 month control claims on cats.

g. MRID 48240120

(1) GLP study

(2) A laboratory study was conducted to evaluate killing efficacy of the test product against fxodes
#icinus and Rhipicephalus sanguineus ticks and Ctenocephadides felis fleas on dogs treated with
the collar. Dogs were acclimated and pre-qualified for flea retention. 20 dogs were used in the
study with 10 each allocated to either a treatment or control group. 40-50 ticks of each species
and 100 fleas were placed on each dog two days prior to placement of collars. All dogs were over
18 lbs. and thus, all dogs received the large collar, Ticks and fleas were counted 2 days after
placement of collars via removal, Periodic re-infestations were made onto the dogs, with counts
and removal at 48 hours. The study was carried through 237 days {8 months). For female ticks,
engorgement was determined for female ticks. Mortality was calculated using Abbott’s formula.
To evaluate repellency, ticks attached to the dogs on day -8 {pre-qualifying) were counted at 3 and
6 hours after placement to verify the appropriateness of time points for evaluation, Tick counts for
repellency determination was done the same way after every re-infestation without removal of
ticks. A flea larvicidal assessment was conducted on days -7 to -5, and then in 2 to 5 week
intervals from day 12 forward to when dogs were not infested with parasites. Fleece-lined board
were placed on the floors of dog kennels for 3 hours on 3 consecutive days. Samples were cut
from the blankets, placed in petii dishes, and frozen. Remaining parts of the blanket were also
frozen and stored. The wooden board was cleaned and & new blanket fixed. After removal from
the freezer, petri dishes were allowed to reach room temperature and ~50 flea eggs from the same
colony were placed in the middle of the blanket sample. Flea rearing medium was spread over the
surface and samples were incubated for 28 days.

(3) Tick efficacy for both species exceeded $0% through 238 days afier initial placement, except
for the 2 day assessment, which was inadequate (likely due to the time taken for the material to
spread through the dogs hair initially). Tick repellency, within hours of placement, for both
species exceeded 90% from 27 to 236 days after initial treatment. Adult flea efficacy exceeded
99% from day 2 to day 238 after treatment. Larvicidal effects against fleas exceeded 99% for days
12-245 after treatment. The primary reviewer concurred that the study was adequate te support 8
month flea and tick claims.

(4) Because [xodes ricinus is a species known to have similar susceptibility to Ixedes scapularis
the data are adequate to support 8 month efficacy claims for frodes ticks. For R. sanguineus and
fleas, the study is acceptable to § month contro! claims against ticks and fleas.

h. MRID 48240121

Page 4 of 10

{}) non-GL P study

{2) A laboratory study was conducted to evaluate killing efficacy of the test product against fxodes
ricinus adult ticks and Crerocephalides felis fleas on cats treated with the collar. Cats were
acclimated and pre-qualified for flea retention. 20 domestic short-hair cats were used in the study
with 10 each (mixed sex) allocated to ¢ither a treatment or control group. 40 ticks were placed on
each cat two days prior to placement of collars. 100 fleas were placed on the day before treatment.
Ticks and fleas were counted 2 days after placement of collars via removal. Periodic re-
infestations were made onto the cats, (alternating between fleas and ticks over the course of the

- study) with counts and removal at 48 hours. The study was carried through 237 days (8 months).

Mortality was calculated using Abbott’s formula. To evaluate repellency, ticks attached to the cats
on day -8 {pre-qualifying) were counted at 3 and 6 hours after placement to verify the
appropriateness of time points for evaluation. Tick counts for repellency determination was done
the same way after every re-infestation without removal of ticks. A flea larvicidal assessment was
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conducted on days -7 to -3, and then in 2 to 5 week intervals from day 12 forward to when cats
were not infested with parasites. Fleece-lined board were placed on the floors of cat transport
boxes for 3 hours on 3 consecutive days. Samples were cut from the blankets, placed in petri
dishes, and frozen. Remaining parts of the blanket were also frozen and stored. The wooden
board was cleaned and a new blanket fixed. After removal from the freezer, petri dishes were
allowed to reach room temperature and ~30 flea eggs from the same colony were placed in the
middle of the blanket sample. Flea rearing medium was spread over the surface and samples were
incubated for 28 days. Efficacy against flea eggs was evaluated by rearing flea eggs with debris
that fell out of the cats’ hair {100 mg of debris : 100 mg of flea medium). Eggs were incubated for
4 days and hatch was evaluated.

{3) Tick efficacy for all exposures exceeded 90% through 239 days after initial placement of the
collar {8 months), for both killing and repellence (237 days). Flea efficacy exceeded 90% through
169 days after initial placement. Larvicidal efficacy exceeded 90% through 37 days. Ovicidal
efficacy never reached 90% for fiea eggs. Authors conclude that efficacy is supported for fleas
and ticks. The primary reviewer concurred that the data was adequate to support 8 menth efficacy
claims for Ticks. For fleas, the supported efficacy duration was shorter. The author concurred
that use of the collar could aid in the control of flea larvae, and thus other fleas in the pets
environment.

{(4) Because Ivodes ricinus is a species known to have similar susceptibility to fxodes scapularis
the data are adequate to support 8 month efficacy claims for fxodes ticks. For fleas, the study is
acceptable to support a 5 month claim on flea adults, and an aids in control claim for flea larvae.
No larvicidal claims are supported.

i. MRID 48240122
{1) non-GLP study
{(2) A clinical field study was conducted using parasite infested animals. The study enrolled 346
animals from France, Germany, Hungary, and Pertugal.
(3) The study is rated supplemental regarding claims on the label for pests found in the United
States.

j. MRID 48240123
{1) non-GLP study -
{2) A clinical field study was conducted using parasite infested animals, The study enrolled 346
animals from France, Germany, Flungary, and Portugal.
{3) The study is rated supplemental regarding claims on the label for pests found in the United
States.

k. MRID 48240124
{1) non-GLP study
{2) A laboratory study was conducted to evaluate the onset of efficacy against cat fleas,
Ctenocephalides felis on cats. Cats were acclimated and pre-qualified for flea retention. 16
domestic short-hair cats were used in the study with § each {mixed sex) allocated to either a
treatment or control group. After qualification, 100 fleas were placed on each cat on the day of
placement of collars. Fleas were counted | day after placement of collars via removal. Mortality
was calculated using Abbott’s formula.
{3) Flea efficacy at one day after placement {and treatment) was 99.8%. The study authors
indicate the study is acceptable to support a claim that the product controls fleas within 24 hours.
The primary reviewer concurs with this conclusion.
{4) The study is acceptable to support claims against fleas on cats for killing within 24 hours.

1. MRID 48240125
{1) non-GLP study
(2) A laboratory study was conducted to evaluate the onset of efficacy against cat fleas,
Ctenocephalides felis on dogs., Dogs were acclimated and pre-qualified for flea retention. 16 dogs
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were used in the study with 8 each (mixed sex) allocated to either a treatment or control group.
After qualification, 100 fieas were placed on each cat on the day of placement of collars. Fleas
were counted | day after placement of collars via removal, Mortality was calculated using
Abbott’s formula.

{3) Flea efficacy at one day after placement (and treatment) was 100.0%. The study authors
indicate the study is acceptable to support a claim that the product centrels fleas within 24 hours,
The primary reviewer concurs with this conclusion.

(4) The study is acceptable to support claims against fieas on dogs for killing within 24 hours,

m. MRID 48240126
(1) non-GLP study
(2) A laboratory study was conducted to evaluate the killing efficacy of flumethrin against 2
Ixodes species in an in vitro exposure assay. Flumethrin was dissolved in acetone and transferred
inte snap cap vials and centrifuged for 2 heurs at room temperature, Vials were uncapped and
acetone was evaported to leave a uniform ceating on the inside of the vial (44.7 sq cm). Five
unfed ticks were transferred to each vial, capped, and kept at room temperature. Efficacy was
evaluated by placing vials to a heating table to observe ticks for heat avoidance behavior, after 24
and 48 h exposure. There were 7 dosages tested along with untreated and solvent control groups.
There were 6 reps per concentration per tick species, with 5 ticks per vial. Inferential statistical
analysis was performed using repeated measures ANOVA with concentration, tick species, and
time as fixed effects in the model. The 2 and 3 way interactions were also included as mixed
effects inte the model.
(3) 24 hour tick efficacy for all species exceeded 90% at doses of (.288 ppm and higher. For 48
hours, >90% efficacy was observed at deests of 0.0576 ppm and higher. Study authors say these
data suggest similar susceptibility responses of the 2 fxodes spp. toward flumethrin.
{4) The study is rated as supplemental, as the data are based upon technical grade active
ingredient, and other product specific cellar data have already been submitted to support tick
efficacy claims, However, the data are acceptable to demonstrate that efficacy data between the
two [xodes species are similar and could be used te suppert bridging arguments for /xodes efficacy
data between the two species.

n, MRID 48240127
(1) non-GLP study
(2) A laboratory study was conducted to evaluate the onset of activity of the submitted collar
against fxodes ricinus on cats. 16 cats were assigned to either a treated or control group (8 cats per
group). Cats were prequalified for tick retention. Cats were infested with 20 adult female and 15
adult male ticks on SD -6, 0, and 2 {cats were sedated). On SD 2, female ticks were counted and
removed at 48 hours after freatment. A fter re-infestation, tick counts for repellency were made at
6 h after re-infestation. After tick removal, engorgement status was determined. For
determination of repellency, the female ticks were specified during counting as dead or alive.
Efficacy (mortality or repellency) was calculated using Abbott’s formula, and compared
statistically between the 2 groups using a 2 tailed Wilcoxon-Mann-Whitmey-U-test (p = 0.05).
(3) Killing efficacy for ticks at 48 hours after treatment was 95.5%. Repelling efficacy at 6 hours
after the SP 2 re-infestation was 100%,
(4) The study is acceptable to support killing claims against frodes ticks on cats within 48 hours
and supports the claims of preventing tick infestations within 48 hours after initial application on
cats.

o. MRID 48240128
(1) non-GLP study
(2) A laboratory study was cenducted to evaluate efficacy against frodes ricinus ticks on dogs. 14
dogs (7 per treatment) were used in the study, and were housed in individual pens with petroleum
Jelly barriers to prevent escape of ticks. On SD -2, 40 ticks were placed on each dog. On 5D 0,
. the dogs assigned to the collar group were fitted. Reinfestations were made on days 7, 28, 56, 84,
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112, 133, 168, 196, 223, and 238 with 35 ticks placed on each dog. Ticks were counted at 48 h
after each infestation. On S 0, live attached ticks were counted without removal. Efficacy was
calculated using Abbott’s Formula.

(3} Killing centrol efficacy for day 2 wasy 89.9, and was 100% for all other reinfestations through
day 240.

(4) The study is acceptable to support claims against /xodes ricinus for 8§ months.

p. MRID 48240129
(1Y non-GLP study
(2) A laboratory study was conducted to evaluate the onset of activity of the submitted collar
against frodes ricinus and Rhipicephalus sanguinens on dogs. 16 dogs were assigned to either a
treated or control group (8 dogs per group). Dogs were prequalified for tick retention. Dogs were
infested with 20 adult female and 15 adult male Jxodes ticks and 50 mixed sex Rhipicephalus ticks
on SI2 -5, 0, and 2 (cats were sedated). On SD 2, female fxodes ticks and all Rhipicephalus were
counted and removed at 48 hours after treatment, Afier re-infestation, tick counts for repellency
were made at 6 h after re-infestation. After tick removal, engorgement status was detetmined, For
determination of repellency, the female ticks were specified during counting as dead or alive,
Efficacy (mortality or repellency) was calculated using Abbott’s formula, and compared
statistically between the 2 groups using a 2 tailed Wilcoxon-Manp-Whitney-U-test (p = 0.05).
(3} Killing efficacy for ticks at 48 hours afier treatment was 96.8% for R, sanguineus and 96.2%
for Ixodes. Repelling efficacy at 6 hours afier the S 2 re-infestation was 99.2% for .
sanguineus and 100% for Ixodes.
(4) The study is acceptable to support killing claims against fxodes and R sanguineus ticks on
dogs within 48 hours and supports the claims of preventing tick infestations within 48 hours after
initial application on dogs.

q. MRID 48248130
(1} non-GLP study
(2) A laboratory study was conducted to evaluate the killing efficacy of flumethrin/imidacloprid
against 3 tick species (fxodes ricinus, Rhiplcephalus sanguineus, and Dermacentor reficulatus) in
an in vitro exposure assay. An appropriate amount of the test compound mixture (1:1.85
flumethrin: imidacloprid} was dissclved in acetone and transferred into snap cap vials and
centrifuged for 2 hours at room temperature. Vials were uncapped and acetone was evaported to
leave a uniform coating on the inside of the vial (44.7 sq cm). Five unfed adult ticks, 10 unfed
nymphs, or approximately 25 unfed larvae were transferred to each vial, capped, and kept at room
temperature. Efficacy was evaluated by placing vials to a heating table to observe ticks for heat
avoidance behavior, after 24 and 48 h exposure. There were 8 dosages tested along with untreated
and solvent control groups. There was one repolicate per treatment per tick species. Inferential
statistical analysis was performed using repeated measures ANOVA with concentration, tick
species, and time as fixed effects in the model. The 2 and 3 way interactions were also included as
mixed effects into the model.
(3} 24 and 48 hour efficacy for all stages of Ixodes ricinus ticks was >90% for concentrations of
7.2 ppm and higher of test material. 24 and 48 hour efficacy for all stages of Rhipicephales
sanguineus was >90% for concentrations of 1.44 ppm and higher. 24 and 48 hour efficacy for all
stages of Dermacentor reticulatus ticks was >90% for concentrations of 0.288 ppm and higher.
(4} The study is rated as supplemental, as the data are based upon technical grade active
ingredients, and other product specific collar data have already been submitted to support tick
efficacy claims,

r. MRID 48240131
(1} non-GLP study
(2) A laboratory study was conducted to evaluate the killing efficacy of a pet cellar against
existing natural infestations of dog lice, Trichodectes canis. 18 dogs were evaluated in the study,
with 9 dogs placed in either a contrel or treated group. Natural lice infestations were evaluated by
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counts at 8 specified sites on each dog and lice were not removed. On 8D’s -5, -2, -1,2, 7, 14, 21,
28, and 35, lice counts were made for each dog for a minimum of 5 minutes per dog. Counts at a
number of sites were determined based upon finding lice at sites specified in the study.
Effectiveness was calculated using Abbott’s formula, based upon pre and post-treatment counts
for each dog at each interval. Infestation was defined as a dog having at least one louse and viable
eggs present or >/= 1Q live lice. The effectiveness threshold was set at 95%. Lice counts were
also compared statistically using ANOVA.

(3) 48 hour efficacy was 95.1% and efficacy was 100% for the remainder of the study.

(4) The study is acceptable to support claims against dog lice (Trichodectes canis) for one month
on dogs. Claims longer than one menth are not supported by this data set.

s. MRID 48240132

(1) GLP study

(2) A laboratory study was conducted to evaluate the killing efficacy of a pet collar against
existing natural infestations of sarcoptic mange mites, Sarcoptes scabiei. 10 dogs were evaluated
in the study, and were determined to be infested with S. scabiei but not Demedex spp. There was
no control group, Dogs were subject to mite counts via skin scrapings on days -2, 29, 60, and 90
from 5 different body areas suspected of being infested. Scrapes were made with a blade to that
capillary oozing occurred. The scraping was fransferred to & marked microscope slide containing
mineral eil for examination for the presence of live mites. Clinical signs and extent of scabietic
lesions on each dog were assessed on the days when scrapings were made, and classified via a
qualitative scale for scales, and hair loss. Photographs were taken to assist in these qualitative
assessments, An overall success rate was calculated by dividing the number of dogs with no live
mites by the total number of dogs in the group and multiplying by 100, The study authers defined
effectiveness as a success rate that was >/= 9(%.

(3) Mite presence was reduced to 10% on days 29 and 60, with 0% mite occurrence by day 90.
The percent of dogs showing papules on skin decreased from 75% to 20% by day 90, and skin
crusting was reduced similarly. Study authors conclude that since mite numbers were reduced by
100% over the course of the study (along with the other clinical measurements), that the study
should support claims against sarcoptic mange mites,

(4} The primary reviewer points out that the lack of a control group is a deficiency, but that overall
evidence of mite reduction is acceptable given the design of the study. The study is partially
acceptable, and can be used to support an “aids in centrol” or “aids in treatment” claim for
Sarcoptic mange.

t. MRID 48240133
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(1} non-GLP study

(2) An in vitro laboratory study was conducted to evaluate the killing efficacy (speed of kil}) for
hair clipped from animals treated with a a pet collar--against brown dog tick, Rhipicephalus
sanguineus. 2 predecessor studies were conducted where hair was clipped from freated animals
from various parts of the animal’s bodies. For this study, a chest hair sample was taken with a
flumethrin content that was most equivalent to the mean group was chosen for a contact test to
evaluate the enset of efficacy. Approximately 0.1g of each sample of the left and right chest were
taken, weighed, and mixed; for both cats and dogs. 6 unfed adult ticks were counted into glass
vials on SD -3 and kept in an incubator. On SD 0, the ticks were placed onto freated hakr samples
in petri dishes and kept in an incubator. Tick status was evaluated at 2, 6, &, 12, 24, and 48 h after
initial contact. The study was repeated at 7, 14, 21, 30, 59, 90, 120, 149, 181, 210, and 240 days
after initial animal treatment with the collar. Status was assessed by visual examination of the
ticks reaction to a heating plate. Mortality was assessed and %Efficacy was calculated using
Abbott’s formula.

(3) For dogs, all ticks were alive at the 2 h examination for every treatment duration. Efficacy
reached 100% by the 6 heur examination for all treatment intervals through 210 days. At 240
days, the efficacy did not exceed 90% until 12 hours of exposure had elapsed, but 83% efficacy
was observed from 6-8h. For cats, all ticks were alive at the 2 h examination for every treatment
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duration. Efficacy reached 100% by the 6 hour examination for all treatment intervals through
210 days. At 240 days, the efficacy did not exceed 90% until 8 hours of exposure had elapsed, but
50% efficacy was observed at 6h. The study author argues that taking atactic ticks would not be
able to atfach to skin, overall efficacy in dog and cat hair exceeds 98% after 6 h exposure.

(4} The primary reviewer points out that the lack of a control group is a deficiency, as efficacy was
based upon comparisons with SD -1 data. The data supports the addition of R. sanguineus claims
for dogs within 6 hours after initial efficacy has been obtained, and re-infesting ticks are controlled
as quickly as 6 hours. Claims against ticks are supported for cats, but not for the 6 hour onset of
activity.

u. MRID 48240134
This study contains data in support of an imidacloprid spot-on product that is not applicable to this
submission. It is rated as supplemental.

v. MRID 48240137
This study centains data in support of an imidacloprid spot-on product that is not applicable to this

submission. [t is rated as supplemental.

IV. RECOMMENDATIONS:
{1y Labeling:

(a) What pests and site/pest combinations may be added as follows ro the label based on the submitted or cited
data?

For 8 month prevention and treatment of ticks, fleas, on dogs and cats.
For | month prevention and treatment of lice on dogs

Kills ticks within 48 hours of treatment or re~infestation

Kills fleas within 24 hours of treatment or re-infestation

Aids in control of flea larvae in pet’s environment

Kills lice on dogs

Kills ticks within 6 hours of reinfestation on dogs

Kills re-infesting fleas (after initial 7 days) within 2 hours

(8) What pests and site/pest combinations must be removed from the label?

Claims against lice must not exceed 1 month
Waterproof claims must be clarified as followed:
-In order to maintain an 8 month control duration, dogs must not be bathed more than once per month
-1f dogs swim once per month, the control duration must be revised to 5 months
-Water exposure (i.e. immersion, bathing, or prolonged exposure to rain} can only be once per month
Tick claims for killing within & hours of reinfestation on cats must be removed—the claim only is supported for
dogs,

{c) List changes to the directions for use:
Remove the directions for killing roaches and ants (“in the environment’} on page 2.
(d) List changes to the optional marketing claims:

Claims against lice must be limited to one month
All claims related to ‘8 months” must be limited to fleas and ticks only, Other pests are not controlled for that
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duration.

All claims related to control of flea larvae in the pet’s environment must be removed or revised to ‘aids on
confrol’ for fleas in the pet’s environment. This product does not provide efficacy as an area~wide/premise
treatment against flea larvae.

All disease claims must be deleted, unless the claim is stated “kills/controls xxx pest that may vector yyy.”

All claims of “breaking the flea life cycle” must be deleted. This claim implies efficacy against flea eggs and
larvae similar to IGR products that are specifically designed to break the flea life cycle for months. This product
does not have that level of efficacy against eggs and larvae.
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i UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON. D.C. 20440

OFFECE GF CUHEMICAL SAFETY
AND PIRLLITTION PREVENTION

GFFICE GF PESTICIDE PROGREANS
REGISTRATION IVISION [7505P)

February 1, 2012

MEMORANDUM: Acute Toxicity Study and Waiver Request DERs for 11556-RL.L

Subject: Name of Pesticide Product: PNR1427 INSECTICIDE COLLAR
EPA Reg. No. /File Symbol: 11556-RLL
DP Barcode: PP 385538
Decision No.: 440307
Action Code: R110.0
PC Codes: 129099 (Imidacloprid
036007 (Flumethrin: 96.2%)
(d""_-“
From: Byron T. Backus, Ph.D., Toxicologist a Y b (B —~
Technical Review Branch Fobo. V, Lol
Registration Division {7505P)
To: BeWanda Alexander/Richard Gebken RM 10
Insecticide Branch
Registration Division (7505P)
Registrant: BAYER HEALTHCARE LLC
FORMULATION FROM LABEL:
Active Ingredient(s): ' by wt.
036007 Flumethrin* 4.5%
129099 Imidacloprid 10.0%
Other Inpredient(s): 85.5%
TOTAL 100.0%

*Trans Z-1/trans Z-2 ratio: max 66% trans Z-1 and min 34% trans Z-2

ACTION REQUESTED: The Risk Manager requests:

et

%9/_!1 }05'}’

“Please review attached acute toxicity studies submitted in support of a new end use product
containing two active ingredients: one currently registered {imidacloprid) and a new active ingredient

(flumethrin).”
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BACKGROUND:

The material received for review includes waiver requests for acute oral toxicity, acute dermal
toxicity, acute inhalation toxicity, and primary eye irritation (MRIDs 48240102 through 48240105), as
well as a primary dermal irritation study (in MRID 48240106) and a dermal sensitization study
(MRID 48240107). This product is a collar (PNR1427 Insecticide, with an ingredient statement
indicating that it contains 4.5% flumethrin and 10.0% imidacloprid); both ingredients are embedded in
a plastic matrix.

COMMENTS AND RECOMMENDATIONS:

1.

It is noted by TRB that although Imidacloprid-containing formulations have been registered as cat
and dog spot-ons, no Imidacloprid-containing collars have been registered, so this collar represents
both a new use for Imidacloprid and a new active ingredient in Flumethrin.

2. A contractor (Summitec Corporation) did the primary reviews on the waiver requests and acute

toxicity studies, producing a DER for each; TRB did secondary reviews on the DERs, making
revisions where appropriate.

TRB concludes that, based on the nature of this product (a plastic collar for use on dogs and/or
cats) and the relatively low release rates of the two active ingredients from the collar matrix,
waivers are appropriate for the oral toxicity, dermal toxicity, inhalation toxicity and eye irritation
studies. The remaining two reports {primary dermal irritation study in MRID 48240106 and
dermal sensitization study in 48240107) have been classified as acceptable.

The following is the acute toxicity profile for EPA File Symbol 11556-RLL (PNR1427
INSECTICIDE COLLAR), based on the considerations indicated above:

Acute oral toxicity v Waived MRID 48240102
Acute dermal toxicity v Waived MRID 48240103
Acute inhalation toxicity v Waived MRID 48240104
Primary eye irritation v Waived MRID 48240105
Primary dermal irritation v Acceptable MRID 48240106

Dermal sensitization Not a sensitizer Acceptable MRID 48240107
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5. Based on the acute toxicity profile above, and taking into consideration the proposed uses
specified on the label, information in the CSF, and declaration of ingredients on the proposed
label, the following would be the precautionary and first aid labeling for EPA File Symbol 11556-
RLL as obtained from the Label Review System:

PRODUCT ID #: 011556-00155
PRODUCT NAME: PNR1427 INSECTICIDE

PRECAUTIONARY STATEMENTS
SIGNAL WORD: CAUTION

Hazards to Humans:

[The registrant has proposed the following: “Do not open package until ready to use. Do not allow children to
play with the collar [or reflectors]. Avoid contact with eyes, skin or clothing. Wash thoroughly with soap and
cold water after fitting the collar. People with sensitivity reactions to the ingredients of the collar should avoid
contact with the collar. [Choking hazard. Contains small parts). Do not place collar [or reflectors] in mouth.
Not intended for use on humans.,” These statements are acceptable.]

Hazards to Domestic Animals:

[The statements proposed by the registrant are acceptable {refer to hitp://vrww.epa.qov/PR_Notices/pra6-
6.html). Itis noted that the minimum ages {not 1 be used on pupples under seven weeks of age or kittens
under ten weeks of age) are supported by the puppy and kitten studies in MRIDs 48240110 and 48240111,
respectively {refer to the TRB review for 11556-155 dated January 27, 2012).

First Aid:

[No statements required; registrant has the option of using Toxicity Category Iif statements].

6. The CSF (dated 8/25/2010) for EPA File Symbol 11556-RLL should also be reviewed and
accepted by the TRB Chemistry Team.
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DATA EVALUATION RECORD

CYCLOPROPANECARBOXYLIC ACID

[PNR 1427]

STUDY TYPE: ACUTE ORAL TOXICITY - RAT [OPPTS 870.1100; OECD 425]

ACUTE DERMAL TOXICITY - RAT [OPPTS 870.1200; OECD 402)

ACUTE INHALATION TOXICITY - RAT [OPPTS 870.1300; OECD 403]

ACUTE EYE IRRITATION - RABBIT |OPPTS 870.2400; OECD 405)

ACUTE DERMAL IRRITATION - RABBIT [OPPTS 876.2500; OECD 404]

DERMAL SENSITIZATION - GUINEA PIG [OPPTS 870.2600; OECD 406)
MRID: 48240102, 48240103, 48240104, 48240165, 48240106, and 48240107

Prepared for
Registration Division

Office of Pesticide Programs
U.S. Environmental Protection Agency

One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202

Prepared by

Summitec Corporation
9724 Kingston Pike, Suite 602
Knoxville, Tennessee 37922

Task Order No. 3-B-37

Primary Reviewer:
Donna L. Fefee. D. V.M.

Secondary Reviewers:
Thomas C. Marshall, Ph.D.. D.A.B.T.

Robert H. Ross. M.S.. Program Manager

Quality Assurance:
Jennifer Goldberg. B.S.

Disclaimer

Date: L

Signature: s
Date:

Signature:
Date:

Signature:
Date:

~ This review may have been altered subsequent to the contractor’s signatures above.
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 31, 2012
Risk Manager (EPA): 10

STUDY TYPE: Acute Oral Toxicity - Rat; OPPTS 870.1100; OECD 425

TEST MATERIAL,: PNRI1427 Insecticide (Imidacloprid {10% w/w] + Flumethrin {4.5% w/w]};
solid collar.

CITATION: Chopade, H. (2010) Request for waiver from the requirement of acute oral toxicity
study - PNR1427 Insecticide. Study Number 33854. Unpublished study prepared by Bayer
Healthcare LLLC, Animal Health Division, Shawnee Mission, Kansas. August 31, 2010, MRID
48240102.

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee
Mission, Kansas

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from
the requirement for an acute oral toxicity study (OPPTS 870.1100; OECD 425). The request is based
on the following:

The formulation is a solid that contains highly hydrophobic inert ingredients along with active
ingredients that have low water solubilities. The study author states that it is therefore impractical to
obtain a solution or suspension of the formulation in water, corn oil, or other vehicles commonly used
for dosing solids in an acute toxicity study.

According to the study author, U.S. EPA representatives (B. Backus and B. Alexander) considered
this waiver request to be reasonable but requested that Bayer Healthcare LLC, Animal Health
Division include information on the release rate of the active ingredients from the collar in the
justification for the waiver.

Release rates of active ingredients are given in the following representative Companion Animal Safety
Studies:

MRIDs 4824018 + 48674702 (61-day study with adult cats; refer to DP 385560 + DI’ 396978): One
collar group: 347.82 mg Imidacloprid and 98.72 mg Flumethrin (equals dosage rates of 89.93 mg
Imidacloprid/kg and 25.15 mg Flumethrin/kg or 1.474 mg Imidacloprid/kg/day and 0.412 mg
Flumethrin/kg/day).

MRIDs 48240109 + 48674701 (61-day study with adult cats; refer to DP 385560 + DP 396978): One
collar group: 971.79 mg Imidacloprid and 224.93 mg Flumethrin {equals dosage rates of 83.42
Imidacloprid/kg and 19.09 mg Flumethrin/kg or 1.368 mg Imidacloprid/kg/day and 0.313 mg
Flumethrin‘kg/day).

MRID 48240110 (1 80-day study with puppies; collars were replaced on days 29, 90, 125, and 148;
refer to DP 385560 + DP 396978): One collar group: 219.14 mg Imidacloprid and 51.74 mg

Flumethrin in the period from Days 0 to 29 (equals dosage rates of 76.98 mg Imidacloprid and 18.69
mg Flumethrin/kg or 2.654 mg Imidacloprid/kg/day and 0.644 mg Flumethrin/kg/day).
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MRID 48240111 (180-day study with kittens; collars were replaced on days 29, 90, 125 and 149; refer
to DP 385560 + DP 396978): One collar group: 182.81 mg Imidacloprid and 12.6% mg Flumethrin in
the period from Days 0 to 29 (equals dosage rates of 123.42 mg Imidacloprid/kg and 8.51 mg
Flumethrin/kg or 4.256 mg Imidacloprid/kg/day and 0.293 mg Flumethrin/kg/day).

The label for PNR 1427 Insecticide indicates the Flumethrin Trans Z-1/trans Z-2 ratio: max 66% trans
Z-1 and min 34% trans Z-2. From MEID 48240203 the rat oral LD50 value for Flumethrin technical
(59.9% trans-Z 1-isomer and 40.1% trans-Z2- isomer) is 175 mg/kg (1/3 rats dosed at this level died)
with a 95% P.L.. confidence limit of 42.89 to 104 mg/kg. The dosage rates given above range from
0.293 to 0.644 mg Flumethrin/kg/day; the 0.644 mg corresponds to a cumulative dosage of 18.69
mg/kg given over a 29-day period, or 10.7% of the 175 mg/kg for a single dose LD30.

The 1.D50 for technical (75%) Imidacloprid is 424 mg/kg for male rats and 450-475 mg/kg for
females (refer to MRID 42055331, TXR 0011070). The maximum cumulative dosage in the 61-day
studies was 89.93 mg Imidacloprid/kg, or 21.2% of the 424 mg/kg for a single dose 1.D50.

The following is from a TRB review dated December 29, 2011 for 11556-RLL (DP 352118; TXR
5013553):

The dosage rates from a ~10 g cat collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (28-91 day) Cat & Kitten Studies: Imidacloprid: Mean dosage rate = 1.88 mg/kg/day
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean dosage rate = (.19 mg/kg/day (range: 0.05-0.44

mg/kg/day).

Long-term (238-245 day) Cat Studies: Imidacloprid: Mean dosage rate = 0.46 mg/kg/day (range:
0.33-0.60 mg/kg/day). Flumethrin: Mean dosage rate = 0.088 mg/kg/day (range: 0.06-0.12

mg/kg/day).

The dosage rates from a ~35 g dog collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (23-91 day) Deg & Puppy Studies: Imidacloprid: Mean dosage rate = 1.49 mg/kg/day
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate = 0.24 mg/kg/day (range: 0.07-0.42

mg/kg/day).

Long-term (238-245 day) Dog Studies: Imidacloprid: Mean dosage rate = 0.42 mg/kg/day (range:
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate = 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day),

Based on the relatively low rates of release of these actives (and particularly the very slow release of
flumethrin), TRB concludes that the acute oral LD3( toxicity study for this collar can be waived, and
that it can be assigned to EPA Toxicity Category 1V by this exposure route.

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided.
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EPA Reviewer: Byron T, Backus, Ph.D, Date: January 31,2012
Risk Manager (EPA): 10

STUDY TYPE: Acute Dermal Toxicity - Rat; OPPTS 870.1200; OECD 402

TEST MATERIAL: PNR1427 Insecticide (Imidacloprid [10% w/w] + Flumethrin [4.5% w/w]);
solid collar,

CITATION: Chopade, H. (2010) Request for waiver from the requirement of acute dermal toxicity.
Study Number 33855. Unpublished study prepared by Bayer HealthCare LLC, Animal Health
Division, Shawnee Mission, Kansas. August 31, 2010. MRID 48240103.

SPONSOR: Bayer Heaithcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee
Mission, Kansas

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from
the requirement for an acute dermal toxicity study (OPPTS 870.1200; QECD 402). The request is
based on the following:

The formulation is a solid that contains highly hydrophobic inert ingredients along with active
ingredients that have low water solubilities. This, along with the fact that it is difficult to pulverize
the collar into a fine powder, would make it difficult to properly moisten the ground material with a
suitable vehicle in order to maintain the contact with the test animals® skin.

The same rate of release arguments for the active ingredients considered in the oral LDD50 waiver can
also be applied to this situation.

Based on the relatively low rates of release of these actives (and particularly the very slow release of
flumethrin), TRB concludes that the acute dermal LD50 toxicity study for this collar can be waived,
and that it can be assigned to EPA Toxicity Category IV by this exposure route,

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided.
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 31, 2012
Risk Manager (EPA): 19

STUDY TYPE: Acute Inhalation Toxicity - Rat; OPPTS 870.1300; OECD 403

TEST MATERIAL: PNRI1427 Insecticide (Imidacloprid [10% w/w] + Flumethrin [4.5% w/w]);
solid collar.

CITATION: Chopade, H. (2010) Request for waiver from the requirement of acute inhalation
toxicity study - PNR1427 Insecticide. Study Number 33856, Unpublished study prepared by Bayer
HealthCare LL.C, Animal Health Division, Shawnee Mission, Kansas. August 31, 2010, MRID
48240104,

SPONSOR: Bayer Healthcare LI.C, Animal Health Division, 12707 W. 63rd Street, Shawnee
Mission, Kansas

EXECUTIVE SUMMARY: Bayer Healthcare LL.C, Animal Health Division requests a waiver from
the requirement for an acute inhalation toxicity study (OPPTS 870.1300; OECD 403}. The request is
based on the following:

The end use formulation is a solid plastic that is difficult to pulverize into a fine powder, and it also is
not volatile. It was not possible to grind the material finely enough or suspend the material in the air.

The reviewer agrees that non-volatile products that cannot be readily aerosolized (e_g. plastic, viscous
liguids, waxes, and resins) and that are not heated or diluted to an inhalable state during use or
application are appropriate candidates for an inhalation waiver.

The reviewer recommends that this waiver be granted.

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided.
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EPA Reviewer: Byron T. Backus, Ph.D). Date: February 1, 2012
Risk Manager (EPA): 10

STUDY TYPE: Primary Eye Irritation - Rabbit; OPPTS 870.2400; OECD 405

TEST MATERIAL: PNR1427 Insecticide (hnidécleprid [10% w/w] + Flumethrin [4.5% w/w});
solid collar.

CITATION: Chopade, H. {(2010) Request for waiver from the requirement of acute eye imitation
toxicity study - PNR 1427 Insecticide. Unpublished study prepared by Bayer HealthCare LLC,
Animal Health Division, Shawnee Mission, Kansas. August 31, 2010, MRID 48240105.

SPONSQOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee
Mission, Kansas

EXECUTIVE SUMMARY: Bayer Healthcare LLC, Animal Health Division requests a waiver from
the requirement for a primary eye irritation study (OPPTS 870.2400; OECD 405). The request is
based on the following:

The formulation is a solid that is difficult to pulverize into a fine powder. It also contains highly
hydrophobic inert ingredients along with active ingredients that have low water solubilities. These
properties would make it difficult to dissolve or suspend the coarsely pulverized material in a suitable
vehicle and accurately measure 100 mg or 0.1 mL.

The Agency recommended use of a cryogenic grinding method for one of the TGAI (Flumethrin).
The results of this study (from MRID 48240211 the technical Flumethrin remained a powder at low
temperature, but reverted to a glassy substance when brought to room temperature; sce TRB review
TXR 5013525 dated December 6, 2011) indicated that 1t was impractical to use this inethodology to
conduct an eye imitation study.

A primary eye irritation study (in MRID 42055334} conducted on technical {75%) Imidacloprid (refer
to TXR 0011070) demonstrated it is in EPA Toxicity Category IV by this exposure route.

1n addition, this formulation is a plastic collar, and the actives are embedded in and released only
slowly from the matrix.

Based on the above considerations, TRB concludes that a waiver for the eye uritation study is
appropriate. The formulation (a dog or cat collar) can be assigned to EPA Toxicity Category IV by
this exposure route.

COMPLIANCE: Signed and dated GLP and Data Confidentiality statements were provided.
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 30, 2012
Risk Manager (EPA): 10

STUDY TYPE: Primary Dermal Irritation ~ Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL: PNR 1427; 9.96% Imidacloprid, 4.35% Flumethrin; Lot No.: KPO5SKF6; EPSL
Reference No.: 090626-2R; Gray solid collar; pH: not available; expiration date: December 1, 2009;
stored at room temnperature; found to be stable for the duration of testing.

CITATION: Durando, J. (2009) PNR 1427: primary skin irritation study in rabbits. Study Number
27805. Unpublished study prepared by Eurofins | Product Safety Laboratories, Dayton, New Jersey.
September 30, 2009. MRID 48240106.

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee,
Kansas '

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 48240106), two male and
one female, young adult, New Zealand albino rabbits were dermally exposed for 4 hours to 17x1”
pieces of PNR 1427 (9.96% Imidacloprid, 4.35% Flumethrin; Lot #KP0SKF6) moistaned with 0.1 mL
of distilled water. The doses were applied to intact, clipped, 6-cm® application sites on the trunk and
covered by a 4-ply gauze pad secured with semi-occlusive 3-inch Micropore tape wrapped around the
trunk. The animals were observed at 30-60 minutes and 24, 48, and 72 hours after patch removal, and
any irritation at the dose sites was scored according to Draize. The animals were supplied by
Robinson Services Inc., Clemmons, North Carolina; the body weights and exact ages of the animals
were not provided,

There were no observations of edemna. At 30-60 minutes after patch removal, all treated sites
exhibited very slight erythema (score=1). At 24 hours, very slight erythema remained present on one
site but had resolved on the other two sites. At48 and 72 hours, all sites were clear of erythema,
edema, and/or other changes to the skin. No abnormal systemic clinical signs were reported.

In this study, the primary Irritation Index (P11} is 0.33, and the formulation is a slight irritant,
PNR 1427 is classified as EPA Toxicity Category IV for primary dermal irritation.

This study is classified as Acceptable. It does satisfy the guideline requirement for a primary skin
irritation study (OPPTS 870.2500; OECD 404) in the rabbit.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements
were provided.

42



RESULTS and DISCUSSION:

INDIVIDUAL SKIN IRRITATION SCORES [ERY THEMA/EDEMA]

Hours after patch removal
Animal Ne, Sex 1 24 48 72
3501 M 1/Q 0/0 0/0 0/0
3502 M 1/0 010 0/0 00
3503 F 1/0 1/0 O/ 0/
Severity of Irritation - Mean Score 1.00/0.00 0.33/0.00 0.00/0.00 0.00/0.00

A. Observations: There were no observations of edema. At 30-60 minutes after patch retnoval, all
treated sites exhibited very slight erythema (score=1). At 24 hours, very slight erythema remained
present on one site but had resolved on the other two sites. At 48 and 72 hours, all sites were clear of
erythema, edema, and/or other changes to the skin. No abnormal systemic clinical signs were
reported.

B. Results: The PDI] is 0.33.

C. Reviewer’s Conclusions: In agreement with the study author, the test material is a slight irritant.
The test material is classified as EPA Toxicity Category IV,

D. Deficiencies: As a minor deficiency, the ages of the animals were not provided.
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EPA Reviewer: Byron T. Backus, Ph.D. Date: January 30, 2012
Risk Manager (EPA): 10

STUDY TYPE: Dermal Sensitization — Guinea Pig; OPPTS 870.2600; OECD 406

- TEST MATERIAL: PNR 1427, 9.96% Imidacloprid, 4.35% Flumethrin; Lot No.: KP0SKF6; EPSL
Reference No.: 090626-2R; Gray solid collar; pH: not available; expiration date: December 1, 2009;
stored at room temperature; found to be stable for the duration of testing.

CITATION: Durando, J. (2009) PNR 1427: dermal sensitization study in guinea pigs {(Buehler
method). Study Number 27806. Unpublished study prepared by Eurofins | Product Safety
Laboratories, Dayton, New Jersey. October 12, 2009, MRID 48240107.

SPONSOR: Bayer Healthcare LLC, Animal Health Division, 12707 W. 63rd Street, Shawnee,
Kansas

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 48240107}, twenty young adult,
male, Hartley albino guinea pigs were tested with PNR 1427 (9.96% Inidacloprid, 4 35% Flumethrin;
Lot #KPOSKF6) using the Buehler method. For induction and challenge the test material was applied
as a 20-22 mm circle {cut from the solid material), moistened with 0.1 mL of distilled water and held
in place with non-allergenic Durapore adhesive tape. A separate naive control group of ten males was
treated during challenge only. The animals were supplied by Elm Hill Breeding Labs, Chelmsford,
Massachusetts and weighed 302-400 g; exact ages of the animals were not reported.

No positive dermal reactions were seen following challenge. No abnormal systemic clinical signs
were reported, and all of the animals gained weight over the course of the study.

Based on this study, PNR 1427 is not a dermal sensitizer.

This study is classified as acceptable. It does satisfy the guideline requirement for a primary dermal
sensitization study (OPPTS 870.2600; OECD 406) in the Guinea pig.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements
were provided.

I. PROCEDURE

A. Induction: The dorsal area and flanks of the animals were clipped one day prior to each treatment.
For each of three successive weekly inductions, a 20-22 mm circle {cut from the solid test material)
moistened with 0.1 mL of distilled water was applied to the left side of each animal and secured in
place with adhesive tape wrappings for six hours. Reactions were scored 24 and 48 hours post
application.

B. Challenge: Twenty-seven days after the first induction, the test animals were challenged with a
20-22 mm circle {cut from the solid test material) moistened with 0.1 mL of distilled water, applied to

naive sites on the right side of each animal for 6 hours using the same procedure as described for
induction. Reactions were scored 24 and 48 hours post application. '
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C. Naive Controls: At challenge, a separate “naive™ group of ten previously untreated animals was
also treated with a 20-22 mm circle (cut from the solid test material) moistened with 0.1 mL of
distilled water. Reactions were scored 24 and 48 hours post application.

II. RESULTS and DISCUSSION:

A. Reactions and duration: No erythema was seen at any dose site, following induction or
challenge,

B. Positive control: The study report included the resuits from a positive control study with alpha-
Hexylcinnamaldehyde (EPSL Study #27592, completed on June 26, 2009). The positive control study
was conducted within six months of the submitted study, and the study author stated that the induction
and challenge procedures used in both studies were similar. The reviewer considers the results to be
appropriate.

C. Reviewer’s Conclusions: In agreement with the study author, the test material is notf a dermal
sensitizer.

D. Deficiencies: According to minutes taken during a teleconference between representatives of

* Bayer Healthcare LLC, Animal Health Division and representatives of the U.S. EPA (provided in
MRIDs 48240102, 48240103, 48240104, 48240105), a U.S. EPA respresentative requested that a
dermal sensitization be conducted using ground collar material. The current study instead used cut
pieces of the collar with no explanation provided. As a minor deficiency, the ages of the animals were
not provided.
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ACUTE TOX ONE-LINERS:

1. DP BARCODE: 385538

2. PC CODES: 129099, 036007

3. CURRENT DATE: February 1, 2012

4, TEST MATERIAL: PNR 1427 (9.96% Imidacloprid, 4.35% Flumcthrin; Lot ¥KPO5KF6)

Study/Species/Lab MRID Results Tox. Core
Study # /Date Cat. Grade
Acute oral foxicity / rat 48240102 | Waiver Recommended v W
Bayer HealthCare LLC, Animal
Health Division
Study #33854 / August 31, 2010
Acute dermal toxicity / rat 48740103 | Waiver Recommended iv W
Baycr HealthCare LLC, Animal
Health Division
Study #33855 / August 31, 2010
Acute inhalation toxicity / rat 48240104 | Waiver Recommended « AY W

Bayer HealthCare LLC, Animal
Health Division
Study #33856 / August 31, 2010

Primary eye irritation / rabbit 48240105 | Waiver Recommended. AY W

Bayer HealthCare L1C, Animal
Health Division

Study #33857 / August 31, 2010

Primary dermal irritation /rabbit 48240106 | Slight irritant; PH=0.33 v A

Eurofins | Product Safety
Laboratories

Study #27805 / September 30, 2009

Dermal Sensitization /guinea pig 48240107 | Not a sensitizer - A

Eurofins | Product Safety
Laboratories

Study #27806 / October 12, 2009

Core Grade Key: A =Acceptable, § = Supplementary, U = Unacceptable, W = Waived
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, B.C, 20460

OFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

OYFICE OF PESTICiDE PROGRAMS
REGISTRATION DiVISION (7505P)

December 29, 2011

MEMORANDUM: IMIDACLOPRID 10%/FLUMETHRIN 4.5% DOG & CAT COLLARS:
DOSAGE AND RELEASE RATES OF ACTIVES

Subject: Name of Pesticide Product: PNRI427 INSECTICIDE
EPA Reg. No. /File Symbol: 11556-RLL
DP Barcode: DP 392118
Decision No.: 440307
Action Code: RI10.0
PC Code: 036007 (Flumethrin: 4.5%)
129099 (Imidacloprid: 10.0%)
From: Byron T. Backus, Ph.D., Toxicologist i Saltn “
Technical Review Branch - / 17 / =
Registration Division (7505P) /*(/CE ﬁ ph-b
-
To: BeWanda Alexander/Richard Gebken RM 10 —
Insecticide Branch
Registration Division (7505P)
Registrant: BAYER HEALTHCARE LLC
FORMULATION FROM LABEL:
Active Ingredient(s): by wi.
036007 Flumethrin 4.5%
129099 Imidacloprid 10.0%
Other Ingredient(s): 85.5%
TOTAL 100.0%

47



Action Requested: The Risk Manager requests a review of MRID 48240140, a 117-page document
summarizing dosages and release rates of imidacloprid and flumethrin from a number of cat and dog
collar studies.

COMMENTS AND RECOMMENDATIONS:
The following is the executive summary for the review compilation in MRID 48240140:

The material in MRID 48240140 represents the compilation of release rates in a series of studies of
the two active ingredients from cat and dog collars containing ~10% Imidacloprid and ~4.3%
Flumethrin. Collars were weighed, then worn by cats or dogs for varying periods of time, after which
they were weighed and analyzed for content of the two active ingredients.

The dosage rates from a ~10 g cat collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (28-91 day) Cat & Kitten Studies: Imidacloprid: Mean dosage rate = 1.88 mg/kg/day
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean dosage rate = 0.19 mg/kg/day (range: 0.05-0.44

mg/kg/day).

Long-term (238-245 day) Cat Studies: Inidacloprid: Mean dosage rate = 0.46 mg/kg/day (range:
0.33-0.60 mg/kg/day). Flumethrin: Mean dosage rate = 0.088 mg/kg/day (range: 0.06-0.12

mg/kg/day).

The dosage rates from a ~35 g dog collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (23-91 day) Dog & Puppy Studies: Imidacloprid: Mean dosage rate = 1.49 mg/kg/day
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate = 0.24 mg/kg/day (range: 0.07-0.42

mg/kg/day).

Long-term (238-245 day) Dog Studies: Imidacloprid: Mean dosage rate = 0.42 mg/kg/day (range:
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate = 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day).

This report is classified as acceptable (Non-Guideline). 1t provides useful information regarding the

rates of release of the two active ingredients from a collar containing ~10% Imidacloprid and ~4.5%
Flumethrin and the exposure to cats and dogs wearing this collar.
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Reviewer: Byron T. Backus, Ph.D. Date: December 29, 2011
Risk Manager (EPA): 10

STUDY TYPE: Active Release Rates from Cat & Dog Collars Non-Guideline)

TEST MATERIAL: Collars containing ~13% Imidacloprid and ~4.5% Flumethrin

CITATION: Stanneck, D. (2010) Dosage of the Imidacloprid 10% Flumethrin 4.5% Cellar and
Release of the Active Ingredients over Time in Cats and Dogs: Review Compilation. Project Number:
35992, PNR1427. Unpublished study prepared by Bayer HealthCare, LLC. 120 p. June 28, 2010.
MRID 48240140.

SPONSOR: Bayer HealthCare, LLC
Animal Health Division
P.0O. Box 390
Shawnee Mission, KS 66201-0390

EXECUTIVE SUMMARY:

The material in MRID 48240140 represents the compilation of release rates in a series of studies of
the two active ingredients from cat and dog collars containing ~10% Imidacloprid and ~4.5%
Flumethrin. Collars were weighed, then worn by cats or dogs for varying periods of time, after which
they were weighed and analyzed for content of the two active ingredients.

The dosage rates from a~10 g cat collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (28-91 day) Cat & Kitten Studies: Imidacloprid: Mean dosage rate = 1.88 mg/kg/day
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean dosage rate = 0.19 mg/kg/day (range: 0.05-0.44

mg/kg/day).

Long-term (238-245 day) Cat Studies: Imidaclopnd: Mean dosage rate = 0.46 mg/kg/day (range:
0.33-0.60 mg/kg/day). Flumethrin: Mean dosage rate = 0.088 mg/kg/day (range: 0.06-0.12

mg/kg/day).

The dosage rates from a ~35 g dog collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (23-91 day) Dog & Puppy Studies: Imidacloprid: Mean dosage rate = 1.49 mg/kg/day
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate = 0.24 mg/kg/day (range: 0.07-0.42

mg/kg/day).

Long-term (238-245 day) Deg Studies: Imidacloprid: Mean dosage rate = 0.42 mg/kg/day (range:
0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate = 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day).
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This report is classified as acceptable (Non-Guideline). It provides useful information regarding the
rates of release of the two active ingredients from a collar containing ~10% Imidacloprid and ~4.5%
Flumethrin and the exposure to cats and dogs wearing this collar.

COMPLIANCE: Signed and dated GLP (noting that this study was not conducted in full compliance
with GLP standards), and Data Confidentiality statements were provided. There is no Quality
Assurance Statement (presumably because this report represents a review compilation).

RESULTS:

Collars were weighed, then worn by cats or dogs for varying periods of time, after which they were
weighed and analyzed for content of the two active ingredients.

Cat studies:

Dosage rates in cat studies (from Table 5 on p. 8 of MRID 48240140):

Study Number Breed & (body weight Study Duration Imidacloprid Flumethrin exposure
range in kg {Days) exposure (mg/kg/day) (mg/kg/day)

146.266 DSH {3.3-5.1) 2 7.36 0.18
7 4.73 0.18
14 3.03 0.23
28 2.08 0.12
56 1.44 0.10
84 1.13 0.18
146.164 DSH (2.3-5.1) 30 3.04 0.44
238 0.56 0.12
146.303 DSH {3.7-4.7) 238 0.39 0.06
146.159 Mix (2.1-4.7) 60 1.27 0.20
152,152 DSH (2.8-5.3) 61 1.62 0.32
152,150 DSH kittens (0.97- 30 3.72 0.20
1.26 study day 0) 60 1.91 0.14
146.747 DSH {3.6-5.7) 28 0.71 0.05
146.156 DSH {2.8-5.3) 238 0.42 0.07
146.045 DSH (3.8-7.0) 241 0.33 0.10
146,155 DSH (2.7- 240 0.60 0.09

There are two mechanisms by which an active can be released from a collar: 1) Simple wear, and 2)
Diffusion from the matrix. An approximation of the amount of an active released from wear can be
calculated by: weight loss — (amount of imidacloprid lost + amount of flumethrin loss) = amount of
plastic lost. Then: (amount of plastic lost)/[1 ~ (original percentage of imadocloprid -+ original
percentage of flumethrin)| = total amount lost by wear. Then: (total amount lost by wear) x (original
percentage of imadocloprid) = amount of imidacloprid lost by wear , and: (total amount lost by wear)
x (original percentage of flumethrin) = amount of flumethrin lost by wear. The table below shows
that for the cat collar most of the imidacloprid is released by diffusion (the total amount released by
wear is approximately 10-14% for 28 days and about 42% for 240 days), while most of the flumethrin
is released by wear (the mean total percentage released by wear in the 5 cat studies below which ran
for 238-241 days is 99.46%).
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Study Body Study Mean Plastic Amount | Amountof | Amountinmg | Amountinmg
Number weight | Duration collar weight of flumethrin of of flumethrin

range in (Days) weight | loss (mg) | Imidaclo reieased imidacloprid released by

kg loss {mg) prid (mg) refeased by wear (% total

released wear and %o released)
(mg) total

146.156 3.2-54 238 202444 | 1518.97 433.1 72.37 179.64 (41.48) | 80.04(110.6)
146,164 | 2.56-4.22 30 1198.75 860.75 295,58 42.43 100,67 (34.06) | 45.30(106.8)
2.28-5.14 240 2160.0 1634.56 4353 90.14 191.18 (43.92) | 86.03 (95.44)

146,159 2.4-47 60 907.33 634.99 235.60 36.74 72.61 (30.82) | 33.34 (90.75)
146.303 3.7-4.7 238 1798.75 | 1340.35 39445 63.95 158.52 (40.19) | 70.63 (110.44)
146.747 3.6-5.7 28 458.75 239.71 20534 13.7 27.38(13.33) | 12.29(89.73)

146.264 1.5-4.1 2 33.33 N.V. 54.67 1.53 N.C. N.C.

3.4-5.1 7 133.33 16.36 109.0 7.97 1.93 (1.77) 0.86 (10.82)

3.4-5.1 14 266.67 103.57 149.5 13.60 12.25(8.19) 5.46 (40.13)

3.4-5.1 28 366.67 160.01 195.33 11.13 18.92 (9.68) 8.43 (75.75)

3.5-5.1 56 633.33 344.69 266.87 21.77 40.77 (1528} 1 18.16(83.43)

_ 3.3-3.7 84 1000.00 648.2 312.4 39.40 76.66 (24.54) | 34.16 (86.69)
146.045 4.6-6.0 241 2197.0 1656.37 411.21 129.42 195.89 (47.64) | 87.28 (67.44)
146.155 2.5-3.6 240 1804.0 1334.52 407.48 62.00 157.83(38.73) | 70.32 (113.42)
146,100 | 2.38-58 226" 1502.5* | 1294.77" | 177.54" 30.19° 3398 (19.14) | 30.59(101.31)
2.58-3.36 | 226" | 1696.25" | 1315.76° | 349.89° 30.60° 70.93 (20.27) | 31.92 (10431
2.28-4.36 226° 1725.0° | 1402,13° | 297.44° 25.43° 159.79 (53.72) | 35.95(141.37)

Data calculated from information {Tables) on p. 36, 37, 38, 39, 40, 41, 42

“Collar supposedly contained 2.5% Imidacloprid and 2.25% Flumethrin and this reviewer’s calculations above are based
on that composition; however, column 6 of the Table on p. 44 of MRID 48240140 indicates the collar contained 10.1%
Imidacloprid and column 7 indicates it contained 4.5% Flumethrin,

®Collar supposedly contained 5.0% Imidacloprid and 2.25% Flumethrin and this reviewer’s calculations above are based
on that composition; however, column 6 of the Table on p. 44 of MRID 48240140 indicates the collar contained 10,1%
Imidacloprid and column 7 indicates it contained 4.5%5 Flumethrin.

“Collar supposedly contained 10.0% Imidacloprid and 2.25% Flumethrin and this reviewer’s calculations above are based
on that composition; however, column 6 of the Table on p. 44 of MRID 48240140 indicates the collar contained 10.1%
imidacloprid and column 7 indicates it contained 4.5% Flumethrin.

51




Dog stadies:

Dosage rates in dog studies (from Table 6 on p. 8 of MRID 48240140):

Study Number Breed & {body weight Study Duration Imidacloprid Flumethrin exposure
range in kg) (Days) exposure {mg/kg/day) (mg/kg/day)

146.165 Mongrel (11.6-16.4) 30 1.62 0.20
238 0.33 0.11

146,306 Beagle (9.4-13.6) 238 0.52 0.18
146.161 Mix (8.4-20.2) 60 0.89 0.07
152.151 Beagle (8.7-13.4) G0 1.37 0.15
152.149 Beagle puppies (1.5- 23 2.44 0.36
2.9 on study day @) 30 2.21 0.42

60 0.97 0.28

146.737 Beagle (8.7-11,7) 28 2.25 0.20
146.158 Beagle (8.8-12.8) 245 0.52 0.11
146.390 Beagle {6.6-20.4) 240 0.35 0.09
146,592 Beagle (8.3-13.5) 240 0.37 0.13
146,26% Mongrel (7.1-21.5) S0 0.70 0.32
146.607 Beagle (10.0-13.1) 91 0.97 0.18

The table below shows that for the dog collar most of the imidacloprid is released by diffusion (the
total amount released by wear is approximately 8-22% for 28-30 days and about 29-61.5%, with a
mean of ~44% for 238-245 days), while most of the flumethrin is released by wear (the mean total
percentage released by wear in the 5 dog collar studies below which ran for 238-245 days was 64.4%).

Study Body Study Mean Plastic Amount | Amounl of | Amountinmg | Amount in mg
Number weight | Duration collar weight of flumethrin of of flumethrin
range in {Days) weight | loss {mg) | Imidaclo released imidacloprid | released from
kg) loss {mg) prid {mg) released from | wear (% total
released wear and % | released)
{mg) lotal
146,164 (11.6- 30 2145.7 13425 71574 87.49 155.26 (21.69) | 70,57 (80.66)
19.4) 240 6921.4 515595 | 1310.19 455.26 596.31 {45.51} | 271.05 (59.54)
146.158 (8.3- 243 51360 | 3481.85 | 13387 295.45 406.76 {29.94) | 178.97 (60.58)
12.8)
146.306 (9.4- 238 62388 | 445865 | 132125 458.9 520.87 (39.42) | 229.18 (49.94)
13.6)
146.362/ (10.0- 21 3498.3 231943 298.3 180.57 268.25(26.87) | 104.37{(57.8)
146.607 13.1)
146.737 (9.1- 28 1142.5 44599 640.61 55.9 51.58 (8.05) 2345 (41.95)
11.0%
146.390 (10.4- 240 5718.0 4297.67 | 1126.98 303.35 500.90 {44.45) } 220.39 (72.63)
18.2)
146.269 (7.22- S0 3696.25# | 2621.89 7963 278.06 303.23 (38.08) | 137.83 (49.57)
21.48)
146.161 {10.36- 60 1633.75 797.53 797.61 38.61 92.24(11.56) | 41.93 (108.59)
17.56)
146.592 (8.3 240 6467.14 | 515691 | 969.07 341.16 50642 (61.5) | 271.10 (79.46)
13.5)

Data calculated from information (Tables) on p. 45, 46, 47, 48, 49, 50, 51, 52, and 53,
#No weight loss reported for collar from one dog (CCOCE2); data from this dog not included in calculations by the EPA

reviewer.
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For the dog studies that ranged from 238-245 days the mean collar weight loss was 6096.27 (range:
5136.0-6921.4) mg; the mean plastic (matrix) weight loss was 4510.21 (range: 3481.85-5156.91) mg;
the mean total amount of imidacloprid released per collar was 1217.24 (range: 969.07-1358.7) mg;
and the mean total amount of flumethrin released per collar was 370.82 (range: 295.45-458.9) mg.
The approximate amount of imidacloprid released per collar from wear was 524.25 (range: 406.76-
596.42) mg and the approximate amount of flumethrin released per collar from wear was 234.14
(range: 178.97-271.1) mg.

The following summarizes the dosages given in Tables 5 and 6 on p. 8§ of MRID 48240140:

Short-Term (28-91 day) Cat & Imidacloprid exposure (mg/kg/day): | Flumethrin exposure (mg/kg/day):
Kitten Studies: 2,08, 1.44, 1.13,3.04, 1.27, 1.62, 0.12, 0.10, 0.18, 0.44, 0.20, 0.32,
3.72%, 1.91%, 0.71 [Mean = 1.88] 0.20%, 0,14*, 0.05 [Mean = 0.19]
Long-Term (238-243 day) Cat Imidacloprid exposure (mg/kg/day): | Flumethrin exposure (mg/kg/day):
Studies: 0.56, 0.39, 0.42, 0.33, 0.60 |[Mean = | 0.12, 0.06, 0.07, 0.10, 0.09 |Mean =
0.46] 0.088]
Short-Term (23-921 day) Dog & Imidacloprid exposure (mg/kg/day): | Flumethrin exposure (mg/kg/day):
Puppy Studies: 1.62, 0.89, 1.37, 2.44%% 2 2]%* 0.20, 0.07, 0,15, 0.36%*, 0.42%*,
0.97%%, 2.25, .70, 0.97 {Mean = 0.28%*% (.20, 0.32, 0.18 |Mean =
1.49] 0.24]
Long-Term (238-245 day) Dog Imidacloprid exposure {mg/kg/dau): | Flumethrin exposure (mg/kg/day):
Studies; 0.33,0.52,052,0.35,037 |[Mean= [0.11,0.18,0.11,¢.09,0.13 [Mean =
0.42] {0.12]
*Kitten study
= Puppy study

Reviewer’s Conclusions:

The dosage rates from a ~10 g cat collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (28-91 day) Cat & Kitten Studies: Imidacloprid: Mean dosage rate = 1.88 mg/kg/day
(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean dosage rate = 0.19 mg/kg/day (range: 0.05-0.44

mg/kg/day).

Long-term (238-245 day) Cat Studies: Imidacloprid: Mean dosage rate = 0.46 mg/kg/day (range:
0.33-0.60 mg/kg/day). Flumethrin: Mean dosage rate = 0.088 mg/kg/day (range: 0.06-0.12

mg/kg/day).

The dosage rates from a ~35 g dog collar containing ~10% Imidacloprid and ~4.5% Flumethrin were
the following:

Short-term (23-91 day) Dog & Puppy Studies: Imidacloprid: Mean dosage rate = 1.49 mg/kg/day
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean dosage rate = 0.24 mg/kg/day (range: 0.07-0.42

mg/kg/day).

Long-term (238-245 day) Dog Studies: Imidacloprid: Mean dosage rate = 0.42 mg/kg/day (range:

0.33-0.52 mg/kg/day). Flumethrin: Mean dosage rate = 0.12 mg/kg/day (range: 0.09-0.18 mg/kg/day).
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This report is classified as acceptable (Non-Guideline). It provides useful information regarding the
rates of release of the two active ingredients from a collar containing ~10% Imidacloprid and ~4.5%
Flumethrin and the exposure to cats and dogs wearing this collar.
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ACUTE TOX ONE-LINERS:

1. DP BARCODE: 392118
2. PC CODES: 129099 {Imidacloprid}; 036007 (Flumethrin)
3. CURRENT DATE: December 29, 2011
4. TEST MATERIAL: Dog & Cat Collars containing ~10% Imidacloprid & ~4.5% Flumethrin
Study/Species/Lab
P MRID Results Tox. é:m;f
Study # / Date Cat. rade
Short-term (28-91 day) Cat & Kitten Studies: _ )

Do_sages & ’release rates of | 48240140 Imidacloprid: Mean dosage rate = 1,88 mg/kg/day nfa A‘ (no_n
actives (review Guideline)

compilation)/cats & dogs/
Bayer Animal Health,
Monheim, Germany/PNR
1427/June 28, 2010

(range: 0.71-3.72 mg/kg/day). Flumethrin: Mean
dosage rate = 0,19 mg/kg/day (range: 0.05-0.44
mg/kg/day).

Long-term {238-245 day) Cat Studies: Imidacloprid:

Mean dosage rate = 0.46 mg/kg/day {range: 0.33-0.60
mg/kg/day}). Flumethrin: Mean dosage rate = 0.088
mg/kg/day (range: 0.06-0.12 mg/kg/day).

The dosage rates from a ~35 g dog coilar containing
~10% Imidacloprid and ~4.5% Flumethrin were the
following:

Short-term {23-91 day) Dog & Puppy Studies:
Imidacloprid: Mean dosage rate = 1.49 mg/kg/day
(range: 0.70-2.44 mg/kg/day). Flumethrin: Mean
dosage rate = 0.24 mg/kg/day (range: 0.07-0.42
mg/kgiday).

Long-term {238-245 day) Dog Studies: Imidacloprid:

Mean dosage rate = 0.42 mg/kg/day (range: 0.33-0.52
mg/kg/day). Flumethrin: Mean dosage rate = 0.12
mg/kg/day (range: 0.09-0.18 mg/kg/day).

Core Grade Key: A = Acceptable, S = Supplementary, {J = Unacceptable, W = Waived
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qED STy,
AN

EN . .RONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 26460
OFFICE OF CHEMICAL SAFETY

™

.'%‘.. : g . AND POLLUTION PREVENTION
e & %;;‘ F OFFICE OF PESTICIDE PROGRAMS
1, pan e RS = REGISTRATION OIVISION (7505P)
B i

ACTION CODE: 579

DATE OUT: Qctober 11, 2011
STORAGE STABILITY (830.6317) & CORROQSION CHARACTERISTICS (830.6320) REVIEW

SUBJECT:

FROM:

TO:

ACCELERATED STUDY [ }; ONE YEAR STUDY [X[; OVER I YEAR STUDY [ ]

MP[] EP[X] EUP[}
DP BARCODE No.: 388440  REG. No. :11556-RLL
DECISION No.: 440307 MRID No(s): 484165-01

PRODUCT NAME: PNR1427 INSECTICIDE |
COMPANY: BAYER HEALTHCARD LLC

.
William Herald / Microbiologist (MS) / CHEMIST, REHS/Registered Sanitarian + (//;‘ ﬁﬁ/

Product Chemistry Team _
Technical Review Branch/RD (7505P) %\/\ \ D‘ lq’f l ]
BeWanda Alexander / Richard Gehken, RM 10

Insecticide Branch / RD (7505P)

1. CONCLUSIONS:

STORAGE STABILITY (830.6317):
[X] ACCEPTABLE

[ ] UNACCEPTABLE*

[ UPGRADEABLE*

40CFRI158.190 DAT A REQUIREMENT: [X] SATISFIED

[ ] NOT SATISFIED

CORROSION CHRACTERISTICS (830.6320):
[X] ACCEPTABLE
[ | UNACCEPTABLE*
[ UPGRADEABLE*

40CFRI158,190 DATA REQUIREMENT: [X] SATISFIED

[ ] NOT SATISFIED

* If unacceptable or upgradeable describe the deficiency and provide recommendations

Comments & Recommendations:

W. J. Herald 2011
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SED Stape E}  RONMENTAL PROTECTION AGENCY
) WASHINGTON, B.C. 20460

IL STUDY SUMMARY
A. STUDY CONDUCTED UNDER US GLP/OECD GUIDELINES
[X] Yes []No

B. PRODUCT INFORMATIO
Active ingredients:
Lahel claims Nominal concentrations (%):
T Y Ty T A }
| Imidacloprid......cccovnrrereeearcrneenen 10.0% ]

‘Initial concentrations of the Als (%) used in the study:
[ Flumethrib......ooireeennrreenens 4.656% (average)
Imidacloprid........ccovvvinnerenn. 10.13% (average)

Lower certified limits (%) based on Al % in the study:

OFFICE OF CHEMICAL SAFETY
AND POLLUTION PREVENTION

OFFICE OF PESTICIDE PROGRANS
REGISTRATION DIVISION (7585P)

Fhuimethrin. . .veveeineriorinimmmniasinees 4.422%

Imidacloprid...cocoveieinviinineicrninnn 9.62%

.

C. EXPERIMENTAL PARAMETERS
Temperature: Ambient room temperatures for one year,
Duration of study: {X] 1 year
Types of containers: Plastic bags.
Analysis at intervals: [X] 0 (initial); (X] 3 months; [X] 6 months
[X] 9 months; and [X] 12 months.

D. ANALYTICAL METHOD

Method [ DETECTOR

High Pressure Liquid chromatography (HPLC) UV/VIS (268nm)

E. RESULTS

1) Compared to the initial concentrations of the active ingredients in the study, the report shows that the
Als% remained will within the statutory parameters reqguired in Title 46 CFR § 158.350
during the 3™, 6% ¢ and 12'" month testing periods while stored at amhient room temperatures.

2} The study reported that there was no observed corrosive effect from the test substance; the ecllar
remained a solid gray throughout the study. No corrosive effects during the study were ohserved. There were no
corrosion of the packaging was ohserved. All of the packaging remained intact and no leaking or deforming of

the package was noticed.

W. I Herald 2011
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S0 STz UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
' ' WASHINGTON, D.C. 20460

AGEREY

"?MGHM.IQ

s pgmié OFFICE OF CHEMICAL SAFET\:
AND POLLUTION PREVENTION

OFFICE QF PESTICIDE PROGRAMS
REGISTRATION DIVISION (7505P)

DP BAR CODE NO.: 385540 FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307
PC Code(s): 129099 036007 ACTION CODE: R110.0
FOOD Use: No NON-FOOD Use: Yes

DATE QUT:  October 11, 2011

SUBJECT: End Use Product Chemistry Review
Product Name: PNR 1427 Insecticide

FROM: Hari Mukhoty vl
Product Chemistry Team - g{%\m ! ﬂ \
Technical Review Branch / Registration Division (7505P) .

TO: BeWanda Alexander / Richard Gebken PM - 10
Insecticide Branch / Registration Division (7505P)

Company Name: Bayer HealthCare LL.C
Formuliation Type: Solid

INTRODUCTION;
The Registrant has submitted one basic CSF (dated: 08/25/2010), two amended CSFs (Dated:; 08/25/2010) as

alternate formulations {(Alt. # 1 & # 2) {o the aforesaid basic and has proposed a product specific label for
registration of the aforesaid products undger EPA File Symbol No. 11556-RLL.

TRB has been requested o evaluate the product chemistry data required for the registration of the proposed
products.

SUMMARY OF FINDINGS:
1. Name of Active Ingredient(s): Imidacloprid (10.0%), Flumethrin (4.50%).

2. Has the registrant claimed substantial similarity to registered product?
[ [Yes [X INo [ INA Ifyes: EPA Reg. No.

3. The source material(s} of the active ingredient(s) is/are registered with the Agency. The source of the active
ingredient Flumethrin is not, as of this date, registered with the Agency. The nominal conceniralion of this
active ingredient (4.50%) has been fentatively calculated based on the ¢laimed purity of the chemical by the
registrani to be 96.2%.

4. All inert ingredients have been screened by IIAB on 10/06/2010 and have been found to be approved for
non-food uses only.

5, The CSFs of the proposed basic and aliernate formulations have been filled out completely and cormrectly
based on the claimed purity of the active ingredient Flumethrin. '
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DP BAR CODE NO.: 385540 FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307
PC Code(s): 129099,036007 ACTION CODE: R110.0
FOOD Use: No NON-FOOD Use: Yes
6. Confidential Statement of Formula(s):
{X]Basic - Dated: 08/25/2010 re-submitted — Dated: NA
[ X]Alternate-# 1 & # 2 Dated: 08/25/2010 re-submitted: Dated: NA

Alternate CSF(s) complies with 40CFR §152.43; X 1Yes [ |No NA[ ]

7. Product label
a. Ingredient statement: Nominal concentration of Al listed on CSF{s) concur with product label (PR
Notice 91-2}

[X ]Yes

is the sub statement in compliance with PR Notice 97-67

1X ]Yes[ ]No - Uses the term “Other Ingredients”
, iIf not, explain below:

Metallic equivalent: [] [
Soluble arsenic: [1] [
isomeric ratios: [ [Yes [
Acid equivalent; [ ] [

X [NA
X [NA
X [NA
X1 NA
b. Health related sub statements:

Petroleum distillate at > 10%; [ IYes | INo [X [NA
Methanol at > 4%: [ 1Yes [ ]No [X [NA
Sodium Nitrate / Sodium Nitrite [ JYes [ [No[ XINA

. Physical chemical hazard statement. Product label requires a statement per 40 CFR §156.78 for.
flammability, explosive potential or electric insulator breakdown?

[ ]¥Yes ] X ]No
Total Release Fogger PR Notice 98-6 (40 CFR 156.78d): [ [Yes [ | No[X]NA
d. Label requires an additional Storage and Disposal statement: { 1 Yes [ X] No —from product chemistry
point of view; if yes explain below:

Final decision of overall fabel acceptance will be made by the PM.
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DP BAR CODE NO.: 385540 FILE SYMBOL NO.: 11556-RLL DECISION NO.: 440307

PC Code(s): 129099,036007 ACTION CODE: R110.0
FOOD Use: No NON-FOOD Use: Yes
8. Group A: Product Chemistry Data
TRB's determination of the acceptability of the data for the proposed product is listed in the
tables below.
Data ,
Guideline submitted TRB’s
No. Study Title Assessmen! | moip Nos.
Yes | No | OTD#2 482401-01
Product Identity & Composition A ;
830.1550 X
Description of materials used to A *
830.1600 produce the product X
Description of formulation process *
830.1650 X A
Biscussion on the formation of y
830.1670 impurities X A
Standard
certified X
Certified limits Limits A “
(158.350)
Proposed
830.1750 limits N/A
Enforcement “
830.1800 Analytical Method # X A

A = Acceptance, NA = Not Accepiable, G = Data Gap,
W = Waiver Request, | = In Progress, N/A = Not Applicable
# = HPLC using UV detector set at 268 nm
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DP BAR CODE NO.: 385540 FILE SYMBOL NO.: 11556-RLEL.  DECISION NO.: 440307

PC Code(s): 129099,036007 ACTION CODE: R110.0

FOOD Use: No NON-FOOD Use: Yes

9. Group B:
Guideline | Study Title Value or Qualitative TRB's MRID Nos.
No. Description Assessment 482401-01

of Data
830.8303 Physical State Solid A ¢
830.6315 Flammability Product is solid A !
Product does not contain any
830.6316 Explodability explosive ingredient A *
830.7000 pH The product is no dispersible | A *
Density (Bulk

830.7300 Density) 1.044 A !

A = Acceptance, NA = Not Acceptable, G = Data Gap, W = Waiver request,
N/A = Not applicable, | = In progress

CONCLUSIONS:

1. TRB has reviewed the CSFs for the proposed basic {dated: 08/25/2010} and alternate formulations and has
found them to be acceptable provided the product chemistry data for the source of the active ingredient
Flumerthrin Technical is found to be acceptable for registration. The CSFs are attached with this review and
can be located in OPPIN CHEM DOCS.

2. Product chemistry Group A and Group B data, with the exception of one year storage stability (830.8317) &
corrosion characteristics (830.8320} are satisfied and acceptable,

3. The registrant must generate one year storage stability (830.6317) and corrosion characteristics (830.6320)
data on the proposed product. it is required that the obsarvations be made at 0, 3, 6, 8, and 12 month intervals.
The results must be submitted to the Agency in electronic and hard copy format.

4. The proposed label was screened as it pertaing to the product chemistry requirements. The final review of
the proposed label and uses are the purview of the PM team.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,
WASHINGTON, DnLC. 20460 Form
Appioved OMB No. 2070-0060

Paperwork Reduction Act Notice: The pubtic reporting burden for this collection of information is esomated to average 0.25 hours per response for registration actvities and .025 hours per response

for information, including suggestions for reducing the barden 10: Director, OPPE Information Management Division (2137), U.S. Environmental Pratection Agency, 401 M Steet, $.W., Washington, DC
20460, Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date:. November 3, 2010 EPA Reg NoJ/File Symbol: 11556-RLL Page %of 18
Bayer Health Care, LLC Product: PNRI427 Insecticide Ingredient: Flumethrin {CAS 69770-45-2 )
Animal Health Division *  Flumethrin Technical {pages 1 -T) Emidaclopeid (CAS 138261-41-3)
P.0. Box 330 _ ¢ Imidacoprid Technical (pages 8 -14) -
Shawnee Mission, KS 66201-0350 s PNRI1427 Insecocide (pages 15~ 18)
~ - Guideling Guideline Study Namie MRID Submitter | Status Report Number Comments
Reference Number
Number
a Flumethrin Active Ingredient Specific (Pages 1~ 7)
< Product Chermistry, Section 158,300 e
830.1550 Produet identity and Composition 48240201 11556 OWN 23979 (BR 2625)
830.1600 Description of materials used to produce the
product 48240201 11556 OWN 23979 (BR 2625)
830.1620 Description of production process 48240201 11556 OWN 23979 (BR 26235)
830.1650 Description of formulation process MN.A.~ EP Only
830.1670 Discussion on formation of impurities 48240201 11556 OWN 23979 (BR 2625)
230,1700 Preliminary analysis 48240201 11556 OWN 23979 (BR 2625)
£30.1750 Cerfified of Brits 43240201 11556 OWN 23979 {BR 2623)
230.1800 Enforcement method 48240201 11556 OWN 23579 (BR 2625)
230.1900 Submittal of samples Samples available upon request
830.6302 Color ) C 4B40202 11556 OWN 23980 (BR 2624)
_° B30.6303 Physical state 48240202 11556 - OWN 23980 (BR 2624)
830.6304 } Odor 48240202 11556 OWN 23980 (BR 2624)
830.6313 Stabifity 48240202 11556 OWN 23980 (BR 2624)
£30.6314 Oxidizing / reducing action 48240202 11556 OWN 23980 (BR 2624)
8306315 ‘| Flammability 43240202 11556 OWN | 23980 (BR 2624)
830.6316 Explodability 48240202 11556 OWN | 23980 (BR 2624)
8306317 Storage stability 28240200 11556 OWN | 23980 (BR 2624)
230.631% Miscibility 48240202 11556 OWN 23980 (BR 2624)
830.6320 Corrasion charactenistics 48240202 11556 OWN 23980 (BR 2624)
830.6321 | Dielecric breakdown volt 48240202 11556 OWN | 23980 (BR 2624)
830.7000 pH .. 48240202 11556 OWN 23980 (BR 2624)

BAH CONFIDENTIAL Data matix PNR1427 Flu-Imi-EP 110310.dos



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stree, S, W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice; The public reporting burden: for this collection of information is estimated to average .25 hours per response for registration activities and 023 hours per response

for information, including suppestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Streey, $.W., Washlngton, DC
20460. Do not send the form to the address,

DATA MATRIX — CONFIDENTIAL YERSION

Dater November 3, 2010

EPA RegNo./File Symbol: 11555-RLL

Page 20of 18

P.O. Box 390

Bayer Health Care, LLC
Anmal Health Division

Shawnee Mission, KS 662010390

Product: PNRIA27 Insecticide
o Flumethrin Technicat {pages 1 -7)
»  Imidacloprid Technical {pages B -14)
o PNRI427 Insecticide {pages 15 - 18)

Ingredient: Fumethrin (CAS 69770-452 )
Imidacloprid (CAS 138261-41-3)

Guideline Guideline Study Name MRHD Submitter | Status Report Number- Comments
Reference Number
Number
830.7050 UV/Visible absorption 48240202 11556 OWN 23980 (BR 2624)
$30.7100 Viscosity 48240202 11556 OWN | 24980 (BR 2624) N.A. - Not a liquid
$30.7200 Melting point 48240202 11556 OWN | 23980 (BR 2624)
$30.7220 Boiling point 48240202 | 11556 OWN | 23580 (BR 2624)
§30.7300 - Density, bulk-density, or specific gravity 48240202 11556 OWN 23980 S_B'E 2624)
£30.7370 Dissociation constant in water 48240202 11556 OWN | 23980 (BR 2624) N.A. — Does not dissociage
8307520 Pasticle size, fiber Jength, and diameter disiribution 48240202 11556 OWN 23980 (BR 2624)
£30.7550
§30.7560 Partitions coefficient (n-octanol/water) 11556 OWN 23980 (BR 2624)
830.7570 ) 48240202
B30,7840
$30.7860 water solubility 48240202 11556 OWN | 23980 (BR 2624)
$30.7950 Vapor pressure £8240202 11556 OWN | 239830 (BR 2624)
Terrestrinl and aquatio non-target organisms data requirernents, Section 158,630
850.2100 Avian oral loxicily HA.
850.2200 Avian dietary toxicity N.A.
85(1.2400 Wild mammal toxicity N.A.
850.2300 Avian reproduction N.A.
8502500 Simulated or actual field testing N.A.
§50.1075 Freshwater fish toxicity NA.
850.1010 Acute toxicity freshwater invertebrates N.A.
850.1025 N.A.
B50.1035
B30.1045 Acuie toxicity estuarine and marine organisms
£30.1055
830.1075
$50.1300 Aguatic invericbrates life cycle (freshwaler) M.A.

BAR CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc
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UNTTED STATES ENVIRONMENTAL PROTECTION AGENCY

401

M Streer, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the fonm 1o the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Directos, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S$.W., Washington, DC

DATA MATREX - CONFIDENTIAL VERSION

Shawnee Mission, KS 66201-0350

Iividacloprid Technical {pages 8 -14)
PNR1427 Insecticide (pages 15— 18)

Date: November 3, 2010 EPA Reg No./File Symbol: 11556.RLL Page 30f18

Bayer Health Cat}a._L}E Product: PNRI427 Insecticide Ingredient: Flumethrin (CAS 69770-45.2 )

gramgl iiga;éh Division ¢  Flumethrin Technical (pages 1-7} Emidacloprid (CAS 138261-41.3)
o GO

- Guideline Guidetine Study Name

Reference gmr Submitter | Status Report Number Comments
Numher
850.1350 Agualic invertebrates life cycle (saltwater) N.A,
250.1400 Fish early-life stage (freshwater) N.A.
$50.1400 Fish early-life siage (saltwater} N.A.
§50.1500 .| Fishlife cycle MN.A.
8301710 Aguatic osganisms bicavailability, MN.A.
850.1730 biomagnifications, toxicity
850.1850
Simulated or actual field testing for aguatic N.A.
850.1950 organisms
845‘0.1?55 :Wh_ole sediment; acute freshwaler invertebrates N.A.
850.1740 Whole sediment: acute marine inveriebrates M.A,
850.3020 Honey bee acute contact toxicity N.A
§50.3030 Honey bee toxicity of residues on foliage N.A.
850.3040 Field testing for pollinators N.A.
Toxicology, Section 158.500
70,1100 Acute oral toxicity —rat 48240200 11556 OWN 76064 (I 23940
48240204 11556 OWN 14838 ‘Supplemerial
48240205 11556 OWN 18186 Sopplementa)
870.1200 Acute dermal toxicity 45240206 11556 OWN 76065 (1D 23941)
] 48240207 11556 OWN 14337 Supplcmental
870.1300 Acute inhalation toxicity —rat 48240208 11556 OWN 16302
48240209 11556 OWN 17815 Pilot study
PFilot study
48240210 11556 OWN 17817
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UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
401 M Strear, 5.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Donot send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this cotlection of information is estimated to average (.23 hours per response for regisiration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137}, U.S. Environmental Protecdon Agency, 401 M Sueet, 5.W., Washingion, DC

DATA MATRIX — CONFIDENTIAL YERSION

Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLY. Page 40f 18
Bayer Health Care, LLC Product: PNRI1427 Insecticide Ingredient: Flumeihrin (CAS 69770-45.2 )
Animal Health Division e Flumethein Technica! {pages | -7) imidacloprid {CAS 138261-41-3)
P.0. Box 390 o Imidacloprid Technical {pages 8 -14)
Shawnee Mission, KS 66201-0390 *  PNR1427 Insecticide (pages 15 - 18)
g;g:m Guideline Study Name gfﬂf&r Submitter | Status  ["gepore Number Comments
Number
870.2400 Primary cye imitation — rabbit 48240211 11556 OWN 33853 Waiver request
48240212 11556 OWN 14967 Supplemental Study
870.2500 Primary dermal irtitation 48240213 11556 OWN | 76066 {ID 23942)
870.2600 Dermal sensitization 48240214 11556 OWN 14561
870.6100 Delayed neurotoxicity (acute) - hen N.R. — Not an organophosphate
870.6200 Acute neuroloxicily - rat 48240215 11556 OWN | 201861 (ID 32545) N.R. — Not an orgenophosphate
8703100 90-day oral - rodent No oral exposure
§70.3150 9(-day feeding - non-rodent N.R. ~ Nonfood use
8703200 21-day dermal - rabbit/rat N.R. - Nonfood use
§70.3250 90-day dermal toxicity 48240216 £1556 OWN | 32570
48240217 11556 OWN 30932 Pilot study for 32570
48240218 11556 OWN | 30931 Pilot study for 32570 and 30932
870.3465 90-day inhalation 43240219 11556 OWN 18177
870.6100 28-day delayed neurotoxicity - hen N.R. —Not an organophosphate
870.6200 90-day neurotoxicity - rat 48240220 11556 OWN | 201706 (ID 32054)
- 8704100 Chronic oral toxicity - rodemnt 45240221 11556 OWN 19350 Listed as study type 870.4300 {combined)
48240222 11556 OWN 15285 Pilot study for 1 19360
870.4200 Carcinogenicity — ral 48240221 11556 OWN 19360 Listed as study type 870.4300 (combined)
48240222 11556 OWN 15285 Pilot sudy for 1D 19360
§70.4200 Carcinogenicity -~ mouse 48240223 11556 OWN 19383 See protocol discussion
43240224 11556 OWN 18255 Pilot study for 1> 19383
8703700 Developmental toxicity - rat 48240225 11556 OWN 18958
870.3700 Developmental toxicity — rabhit 48240226 11356 OWN | 35286
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sueel, S.W.
WASHINGTON, D.C. 20460 Farm

Approved OMB No, 2070-0060

20460, Do not send the form 1o the address.

Paperwork Reduction Act Notice: The public reporting burden for this colisction of information is estimated to average 0.25 hours per response for registration aciivities ang 025 howrs per response
for information, incheding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.5. Environmenta} Protection Agency, 401 M Street, 5.W., Weshington, DC

DATA MATRIX — CONFIDENTIAL VERSION

Duate. November 3, 2010 EPA Reg No/Flle Symbol: 11556-RLL Page 5of 18
Bayer Health Care, 1LLC' Product: PNRI427 Insecticide Ingredient: Flumethein (CAS 69770-45-2 )
Animal Health Division s  Flumethrin Technical {pages 1 -7) Imicgacloprid ({CAS 138261-41-3)
P.O. Box 3% . Imidacloprid Technical (pages 8 -14)
Shawnee Mission, KS 662010350 . PNR 1427 Insecticide (pages 15~ 18)
o g:fjduﬂ::i Guideline Sfudy Name gﬂmr Submiiter | Status Report Number Comuttents
Number
870.3800 Reproduction and fertility effects 48240227 11556 OWN 32715
48240228 11556 OWN | 13252 Pilot study for 32775
48240229 11556 OwWN 30322 Pilot study for 32775
45240230 11556 OWN 36686 Pilot study for 32775
48240231 11556 OWN | 30517 Supplement to 30686
8706300 1 pevelopmental neurotoxicity 48240232 11556 OWN | 201747 (I 32365)
370.5100 Bacterial reverse mulation assay 45240233 11556 OWN | 14173
48240234 1155 OWN | 14174
. 48240235 11556 OWN 0687
370.5300 I vitro mammalian cell assay 48240236 11556 OWN | 15461
870.5315 48240237 11556 OWN 31402
48240238 11558 OWN | 74691 (ID 16145)
48240239 11556 OWN | 31489
. 870.5385 In vitro cytogenetics 48240240 11556 OWN 30951
870.5395 : 48240241 11556 OWN 15198
£70.5550 Unscheduled DNA Synthesis 48240242 11556 OWN 14867
$70.7485 Metabolism and pharmacokinetics 48240243 11556 OWN 14368
43240244 11556 OWN 22813
48240745 11556 OWN | 30971
43240246 11556 OWN | 15830 Caltle - Supplemental Study
48240247 11556 OWN | 22818 Sheep — Supplemental Study
45240248 11556 OWN | 22819 Sheep — Supplemental Study
43240249 11556 OWN | 15587 Cattle — Supplemental Study
870.7200 Companion animal safety ' N.A. for EP Only
“370.7600 Dermal penetration N.R. ~ See Risk Assessment

BAH CONFIDENTIAL Data mauix PNRI427 Fludmi-EP 110310.80c

66



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, 5.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-G060

20460. Do not send the form lo the address,

Paperwork Reduclion Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per response
for information, including suggestions for reducing the burden to: Director; QPPE Information Management Division (2137), U.S. Eavironmental Protection Agency, 401 M Street, §.W., Washingron, DC

DATA MATRIX ~ CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLL Page G0f18
Bayer Health Care, L1C Produce: PNRI427 Insecticide Insgredient: Flumethsin (CAS 69770-45-2 )
Animal Heallh Division s Flumethrin Technical (pages 1 -7 Imidacloprid (CAS 13826}-41-3}
PO, Box 390 +  Imidacloprid Technical (pages 8 -14)
Shawnee Mission, KS 66201-0390 +  PNRI427 Insecticide (pages 15 — I8)
-{ Guidelire Guideline Study Name MRID Submitter | Status Report Number Comments
Reference Number
Naumber
870.7800 Immunctoxicily 48240230 11556 OWN 35217
875.2400 Pest-Application Exposure {Dermal} N.A, EP Only
Nane Requested by Agency in Pre-Reg Meeting of
1998 EMEA Summary/Overview on Flumethirin 48240251 EL556 OWN 35038 £1/11/06
Environmental Fate, Section 158.1300
$35.2120 Hydrolysis NA.
835.2240 Photodegradation -~ water N.A.
835.2410 Photodegradation - soil N.A,
835.2370 Pholodegradation - air N.A
3354100 Aerobic soil melabolism N.A.
8354200 Anzerobic 50il metabolism N.A.
8354300 Aerobic aquatic metabolism NA.
8354400 Anaerobic agquatic metabolism N.A.
835.1230 N.A.
835.1240 Leaching / adsorption/desorption
8351410 Volatility - laboratory N.A.
8358100 Volatility - field N.A.
835.6100 Terrestrial fick! dissipation N.A.
335.6200 Agustic (sediment) N.A.
£35.6300 Forestry N.A.
§35.6400 Combination and tank mixes N.A.
8357100 Ground water moniloting N.A.
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UNITED STATES ENVIRONMENTAL, PROTECTION AGENCY
401 M Sireet, 3.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this colleetion of information is estimated to average 0.25 hours per response for registration activities and 025 hours per responise

for information, including suggestions for reducing the burden 10: Director, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC
20460, Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Reg NoJ/Flle Symbol: 11556-RLL

Page 7of18

P.O. Box 380

Bayer Health Care, LLC
Animal Health Division

Shawnee Mission, KS 65201-0390

Product: PNRI427 Ingecticide
s Flumeihnin ‘Fechnical {pages ! -7)
«  Imidacloprid Technical {pages 8 -14)
«  PNR1427 insecticide (pages 15 - 18}

Ingredient: Flumethrin {CAS 69770-45-2)
Imidactoprid {CAS 138261-41-3)

ggéireelll:g Guideline Stmiy Name g{&fﬂibnﬂ Submitter | Status Report Number Comments
Nurnber
Residue Chemdsiry, Section 158,1410
Nature of sesidue - plants N-A.
Nature of residue - livestock and poultey N.A,
Residue analytical method - plants N.A,
Residue analytical method - animal N.A.
Storage slahility N.A.
Magnitude of residues - meavmik/poLiryess NA.
Magnilude of residue - crop field trials N.A.
Magnitude of residue - processed food/feed N.A,
Merthod validation/ mutiresidue method M.A.
Moge Benefils Reports N.AS
None Dietary Analysls N.A,
810.3300 Treatmenls to control pests of humans and pels N.A. for EP Oaly
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UNTTED STATES ENVIRONMENTAL PROTECTION AGENCY

40t M Steer, 5.W,
WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0050

20460. Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this coliection of information is estimated to average 0.25 hours per response for registration activities and 025 kours per response
for information, including suggestions for reducing the burden to; Director, OPPE [nformati

ion Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washingron, DC

DATA MATRIX ~ CONFIDENTIAL VERSION

{Date: November 3, 2010

EPA Reg NoJFile Symbal: 11556-RLL

Page 8of 1§

Bayar Health Care, LLC

Animal Health Division

P.O. Box 380

Shawnee Mission, KS 662010390

Prodisct:
[ ]
L ]
L]

PNEI427 Insecticide
Flumethrie Technical (pages t -7)
Imidacloprid Technical (pages 8 -14)
PNR1427 Insectickle (pages £5 - 18}

Ingredient: Flumethrin (CAS 69770-45-2 )
Imidacloprid (CAS 138261-41-3)

Guideline Guldeline Study Name
Reference
Nurnber

MRID
Number

Submitter | Staius

Report Number

Comments

Imidacloprid Active Ingredient Specific (Pages 8 ~ 14)

42055302 264 PER | BR 1759 (TGAD

61-1 Chemical identity 43306001 264 PER | BR 187% (TGA])
42055302 264 PER | BR 1759 (TGAD

43306001 264 PER | BR 1879 (TGAD

61-2 Statement of Composition 42270801 264 PER BR 1785 (TGAD)
61-3 Formation of impurities 42055302 264 PER { BR 1759 (IGAD
' 42055303 264 PER | BR 1760 (IGAD

43306002 264 PER BR 1880 (TGAD

62-1 Preliminary analysis 42270802 264 PER | BR 1786 (IGAT)
42055303 264 PER BR 1760 (TGAD

622 Centification of limits 43306002 264 PER BR 1880 (TGAD
42055308 264 PER BR 1760 {TGAl)

43213001 264 PER BR 1874 (TGAD

623 Analytical method 43306002 264 PER BR 1880 (TGAI)
63-1 Chemical and Physical Properties 42055304 264 PER | BR 1761 (TGAD
63-2 Appearance 42055304 264 PER BR 1761 (TGAY)
63-3 Physical state 42055304 264 PER | BR1761 (TGA)D
63-4 Odor 42055304 264 PER | BR 1761 (TGAD
63-5 Melting point 42055304 264 PER | BR 1761 {IGAl)
63-6 Boiling point 42055304 264 PER | BR I7T66(TGAD
63-7 Density 42055304 264 PER BR 761 (TGAI)
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UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not send the form to the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 bours per response for registration activities and 025 hours per response
for information, ineluding sugpestions for reducing the burdea to: Director, OPPE Information Management Division (2137), U.S. Environmenial Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATREX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Rep No./File Symbol:

11556-RLL

Page 9 of I8

Bayer Health Care, LLC

Animal Health Division

P.Q. Box 390

Shawnee Mission, KS 66201-0390

Product:
[ 3
L ]
[ 3

PNR1427 lusecticide

Flumethrin Technical {pages | -7)

Imidacloprid Technical {pages 3 -14)
PNR1427 Insceticide (pages t5~ 18)

Ingredient: Flumethnn (CAS 69770-45-2)
imidacloprid ICAS 138261-41-3)

g;:::::; Guideline Sf_udy Name ;‘lﬁlgﬂ Submitter | Status Report Number Comments
Number
63-8 Solubility 42055304 264 PER BR 1761 {TGAD
63-9 Vapor pressure 42055304 264 PER BR 1761 (TGAI)
63-10 " | Dissociation constant N.A. - Does not digsociate
63-11 Octanol/ water partition 42055304 264 PER BR 1761 (TGAD
63-12 pH 42055304 264 PER BR 1761 {(YGAD
63-13 Stahility 42055304 264 PER BR 1761 (TGAD)
63-14 Oxidizing / reducing action N.A. - No oxidative or reductive characteristics
63-15 Flarmability 42055304 264 PER BR 1761 (TGAD
63-16 Explodabifity 42055304 264 PER BR 1761 (TGAD
63-17 Storage stability 42055304 264 PER BR 1761 {TGAY)
63-18 Viscosity N.A. - Solid
63-19 Miscibility NL.A. - Solid
63-20 Corrosion chamcteristics 42055304 264 PER BR 1761 {(TGAD
63-21 Dielectric breakdown volt N.A.- Solid
64-1 Submittal of samples Samples available upon request
WIkdilfe and Aquatic Orpanisms, Section 158.490
71-1 Acule avian oral - quailiduck NA.
T1-2(a) Avign dietary - quail N.A.
T1-4h) Avian dietary - duck N.A
T1-3 Wild mammal toxicity N.A.
T1-4{a) Avian reproduction - quail N.A.
TiI-4(b) Avian reproduction — duck N.A.
71-5 Simulated or acmal field study N.A.
Ta-1(a) Fish toxicity - bluegill N.A.
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UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
401 M Strest, 5. W,
WASHINGTON, D.C. 20450 Form

Approved OMB No. 2070-0060

20460, Do not send the form to-the address.

Paperwork Reduction Act Notice: The publie reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE information Management Division (2137), U.S. Environmental Protecton Agency, 401 M Street, 5.W., Washington, DC

DATA MATRIX ~ CONFIDENTIAL YERSION

Date: November 3, 2010 EPA Reg No./File Symboi: 11556-REL Page 100f 18
Bayer Health Care, L1.C Product: PNR1427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2
Animal Health Division ¢ Fumethsin Technical {pages 1 -7) imidacloprid (CAS 138261-41-3)
P.0. Box 390 «  Imidacloprid Technical (pages 8 -14)
Shawnee Mission, K§ 66201-035) s PNRI427 Insecticide (pages 15 - 18)
Guideline Guideline Study Name MRHD Submifter | Status Report Namber Comments
Reference Number
Number
72-1{b) Fish toxicity bluegill - tep N.A.
72-Xa) Invertebrate toxicity ~ Daphaia N.A.
kit Invertebrate toxicity - Amphipods N.A.
72-2e) Acute aqguafie invertabrate toxicity - Chironomids N.A.
T2-3(a) Estuarine / maring lpxieity - fish N.A.
T2-3(b) Estuarine / marine toxicity - mollusk N.A
T2:3(¢) Estuarine/marine toxicity - shrimp N.A.
T2-4(a) Early life stage - fish N.A.
T2-4{b) Life eycle ipveriebrate N.A.
72-1 Simulated or actual field study N.A.
None Foliar half-life and distribution for potatoes N.A.
Runoff and Erosion predictions for
None appie/potatodcotton N.A,
Nene Risk assessment for apple/potato/conon NA.
| Toxicology, Section 158.340
81-1 Aeute oral toxicity rat 42055331 264 PER Report No. 100040 {TGAD)
812 Acute dermal toxicity, ratirabbit 42055332 264 PER Report No. 100041 (TGAD
42055333 264 PER Report No, 99806 (TGAT)
B1-3 Acut iphalation toxicity, rat 42286101 264 PER Report No. 99806-1 (TGAR
Bl14 Primary ey imitation - rabbit 42055334 264 PER Repart No., 39679 (TGATD
81-5 Primary dermat irritafion - rabbit 42055335 264 PER | Report No. 99804 (TGAD)
816 Demal sensitization - guines pig 41055336 264 PER Report No, 99800 (TGAD
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71



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sreeet, S.W,
WASHINGTON, D.C. 20460 Form
. Approved OMB No, 2070.0060
Paperwork Reduction Act Notice: The public reperting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and ,025 hours per response
for information, including suggestions fos reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, 5.W., Washington, DC
20460. Do not send the form 10 the address.
DATA MATRIX . CONFIDENTIAL VERSION
Date: November 3, 2010 EPA Reg No.J/File Symbol: 11556-RLL Page 110f18
Bayer Health Care, LLC Product: PNRI1427 lusecticide Ingredient: Flumethsin (CAS 69770-45-2 )
Animal Health Division ¢ Flumethrin Technicat (pages | -7) Imidacloprid {CAS 138261-41-3)
P.O. Box 39‘0 +  lmidactoprid Technical {pages 3 -14)
Shawnee Mission, X5 66201-039¢ «  PNRI427 Insecticide (pages 15 - 18)
‘Guideline Guideline Study Name MRID Submitter | Status Report Number Comments
Reference Number :
Number
43170301 264 PER Report No. 106348
43285801 264 PER Report No. 106348-1
81-8(55) Actite neuratoxicily 42770301 264 PER | Report No, H)3979
32-1(a) 90.day feeding - rodent 42256327 264 PER Report No. 100036
82.1(b) 90-day feeding - non-rodent 42256328 264. PER Report No. 100176
42256329 264 PER Report No. 100688
82-2 21-duy denmal - rabbitfrat 48024009 264 PER Report No. M-357205
82-5(%) S0 day neurotoxicity - mammal 43286401 264 PER Report No. 106356
42256331 264 PER Report No, 100652
42256332 264 PER Report No, 101931
42356333 264 PER Report No, 102658
83-1(a) Chronic feeding toxicity - roder 42256334 264 PER Report No. 99672
83-Kb) Chronic feeding toxicity - non-rodent 42273002 264 PER Repon No. 100015
42256331 264 PER Report No. H0652
42256332 264 PER Report No, 101931
42256333 264 PER Report No, 102658
83-2(a) Oncopenicity - mt 42256334 264 PER Report No, 99672
42256333 264 PER Report No. 100693
42256336 264 PER Report No. 101929
83-2(b) Oncogenicity - mouse 42256337 264 PER Report No. 99808
83.3(a) Developmental toxicity - rat 42156338 264 PER Report No. 98571
23-Xb) Developmental woxicity - rabbit 42256339 264 PER Repogt No. 98572
§3-4 Two generation reproduction - rat 42256340 264 PER Report No_ 100647

BAH CONFIDENTIAL Data raatrix PNR 1427 Flu-Imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Steeat, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of informafion s estimated to average 0,25 hours per response for registration activities and .025 hours per response

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, 5.W., Washington, DC
20460, Do not send the form to the address.

DATA MATRIX -~ CONFIDENTFIAL VERSION

Date: November 3, 2010

EPA Reg No./Fite Symhol: 11556-RL1.

Fage 120f 18

P.(. Box 390

Bayer Health Care, LLC
Animat Health Division

Shawnee Missior, KS 656201-0390

Produck
L ]
L]
L ]

PNRI427 Insecticide

Flumethrin Technical {pages 1 -7)
Imidecloprid Technical {pages § -14)
PNR 1427 Insecticide {pages 15— 18)

Ingredient: Flumethrin (CAS 69770-45-2 )
Imidacloprid (CAS 138261-41-3)

g‘:t;:rzl:‘n; Guideline Study Name ll;‘lfﬂlgﬂ Submiiter | Status Report Number Comments
Number
42256341 264 PER Report No. 101276
42256342 264 . PER Report No. 98584
84-202) Gene mutation (ames test) 42256343 264 PER Report No. 98570
42256344 264 PER Repert No. 100021
42256345 264 PER Report No. 99262
42256346 264 PER Report No., 99257
42256347 264 PER ReportMNo. 102652
42256348 264 PER Report No. 102654
84-2{b) Structural chromosomal aberration 42256349 264 PER Report No. 102655
42256350 254 PER Report No. 99676
42256351 264 PER Report No. 101275
42256352 264 PER Report No. 98573
84-4 Other genoioxic effects 42256353 264 PER Report No. 102653
42256354 264 PER Report No. 101999
42256355 264 PER Report No. 87264
42256356 264 PER | Report No. 87265
85-1 Gengral metabolism 42256357 264 PER Report No. 102617
N.A. for EP Only
8707200
(86-1) Domestic Animal Safery
959 Efficacy N.A. for EP Only
Plant Protection, Szction 158.540 )
122-2 1 Aquatic plant growth MN.A.
1232 Aguatic plaat growth N.A.
1411 Honey bee acute confact N.A.

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401

M Streel, 5.\,

WASHINGTON, D.C. 20450 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this coRection of information is esimated to average 0.25 hours per response for registration activilies and .025 hours per respanse

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Diviston (2137), U.S, Environmental Protection Agency, 401 M Street, S, W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Shawnee Mission, KS 66201-0390

Imidacloprid Technical (pages 8 -14)
PNR1427 Insecticide (pages 15 - 18)

Date: November 3, 2010 EPA Reg No./File Symbol: 11556-REL Page 130f 18

Bayer Health Carg, LLC Product: PNRI427 Insecticide Inpgredient: Flumethnin (CAS 69770-45-2 )

srgmga! Hg:;t{l)h Division «  Flumethnn Technical {pages ! -7} Imidaclopnid (CAS 138261-41-3}
.0, Box

g g:fide:el?‘; Guitdeline Study Name g{’fl{:‘g’er Submitter Status Report Number Contnents
Number
141-2 | Honey bee residue on foliage { i | t N.A.
Reentry Protection, Section 158.390
42256386 264 PER Report No. 94273
230-235 Mixer/loader/applicator exposure 43750701 11556 OWN Report No. 106743
Environmenial Fate, Section 158,2%
161-1 Hydrolysis N.A.
161-2 Photodegradation - water N.A.
16t-3 Photodegradation - soil N.A.
162-1 Aerobic sgit metabolism N.A.
162-2 Anerobic s0il metabolism N.A.
1623 Anaerobic aguatic metabolism N.A,
163-1 Leaching / adsorption/desorption N.A.
164-1 Terrestrial field dissipation WA
163-1 Confined rolational crop N.A
165-2 Field rotational crop N.A.
166-1 Ground waler - smal} prospective N.A.
None Environmental fate summary MN.A.
Residue, Section 158.240
171-4(a) Nature of residue - plants N.A.
17t-4(h) Nature of residue - Hvestock and poultry N.A.
171-4(c} Residue analytical method - plants N.A,
171-4(dd Residue analyticat method - animal N.A.
171-4{e} Storage slability N.A.
171-40) Magnitude of residues - meatmilk/poud iry/egg NA,
171-4(k} Magnitude of residue - crop field trials N.A.
171-4(1) N.A.

BAH CONFIDENTIAL Dala matrix PNR 1427 Flu-Imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

4

M Street, 5.W.

WASHINGTON, B.C. 20460 Form

Approved OMB No, 2070-0060

20450, Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, 5.W., Washington, DC

Anima! Health Division
P.O. Box 390

Shawnee Mission, KS §6201-0350

Flumethrin Technica! (pages 1 -7)
Imidacloprid Technical (pages 8§ -14)
PNR 1427 Insecticide (pages 15 - 18}

DATA MATRIX — CONFIDENTIAL VERSION
Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLL Page 14 of 18
Bayer Health Care, LLC Product: PNR 1427 Insecticide Ingredient: Flumethein (CAS 69770-45-2 }

tmidacloprid {CAS 138261-41-3)

. g:m:; Guideline Study Name :liﬁlf'::‘?er Submitier | Status Report Number Comments
Number
Magnitude of residue - processed food/ffeed
171-4(m} Method validation/ multresidue method N.A.
Nong Benefits Reports N.A,
None Digtary Analysis N.A,

BAH CONFIDENTIAL Date matrix PNR1427 Flu-imi-EP 116310.doc

75



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

-401 i Stoeet, 5.W.
WASHINGTON, D.C. 20480 Form

Approved OMB No, 2070-0060

Papg’rwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, QPPE Information Management Division (2137), U.S. Environmenta! Protection Agency, 401 M Street, 5.W., Washington, DC

20460, Do not send the form to the address.

DATA MATRIX -- CONFIDENTIAL YERSION

Date: November 3, 2010

EPA Rep NoJ/File Symbol:

tt555-R1L.

| Page 150f IB

P.O. Box 390

Bayer Health: Care, LLC
Animal Health Division

Shawnes Mission, XS 66201.0390

Product:
[ ]
L ]
[ ]

PNRI427 Insecticide

Flumethrin Technical (pages 1 -7}
Imidacloprid Technical {pages 8 -14)
PNR 1427 Insecticide {pages 15~ 18}

Ingredient: Flumethrin (CAS §9770-45-2 )
Imidacloprid (CAS 138261-41.3)

g:fi::::; Guideline Study Name gul}nlger Submitter | Status  ["gerort Number Comments
Number
- PNR 1427 Insecticide End-Use Product Specific (Pages 15— 18)
830.1550 Produet identity and Composttion 48240101 11556 OWN 33752
830.1600 Description of materials used to produce the 33752
product 48240101 11556 OWN

830.1620 Description of production process 43240101 11556 OWN 33752

830.1650 Description of formulation process 48240101 11556 OWN 33752

830.1670 Discussion on formation of imparities 48240101 11556 OWN 33752

830.1700 Preliminary analysis N.A. TGAT Oaly

830.1750 Certified of limits 48240101 11556 OWN | 33752

830.1800 Enforcement method 48240101 11556 OWN | 33752

830.1900 Submittal of samples Samples available upon request

830.6302 Color 48240101 11556 OWN 33752 -

830.6303 Physical state 48240101 11556 ownN | 33752

830.6304 Odor 48240101 11556 OWN | 33752

§30.6313 Stability N.A. - TGAI Only

830.6314 Oxidizing / reducing action N.A,— EP not contain an oxudiziag or reducing agent

830.6315 Flammability N.R. -~ This product is not considered a combustible
liquid, because the closed up flashpoint for all the
ingredients is > [99°F.
N.R. — This product does not contain any explosive

£30.6316 Explodability ingredients.

830.6317 Storage stability . Pending; Available 3/3t/2011

830.6319 Miseibility , N.R. ~ This product is not an emalsifiable type

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strect, 5.W.
WASHINGTON, D.C, 20460 Form

Approved OMB No. 2070-0060

20460, Do ot send the form to the address.

Paperwork Reduction Act Notlce: The publle seporting burden for this coliection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, inctuding suggestions for reductng the burden to: Dhector, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, DC

DATA MATRIX — CONFIDENTIAL VERSION

Date; November 3, 2010 EPA Reg No./File Symbol: 11556-RLL Page 160f 18
Bayer Health Care, LLC Product; PNRI427 Insecticide Ingredieat: Flumethrin (CAS 69770-45-2 )
Arnimal Health Division »  Flumethrin Technical (pages 1 -7) Imldacloprid {CAS 138261-41-3)
P.O. Box 390 s Imidacloprid Technical (pages & -14)
Shawnee Mission, K§ 66201-0390 ¢ PNRI1427 Insecticide (pages 15 ~ 18)
g;x;sg:g Guideline Study Name xﬂer Submitter § Status Report Number Comments
Number
830.6320 Corrosion characteristics Pending; Availabic 373172011
830.6321 Bielectric breakdown volt NL.A. - Not intended use around electrical equipment
N.A, — product not soleble in water and therefore pH
830.7000 pH not required.
830,7030 UV/Visible absorption N.A. - TGAI Only
N.A. - This product is a solid and viscosity is not
830.7100 Viscosily applicable.
$30.7200 Melting point N.A ~TGAl Only
830.7220 Boiling point N.A.—TGAL Only
830.7300 Density, bulk-density, or specific gravity
830.7370 Dissociation constant in water N.A. - TGAI Only
£30.7520 Particle size, fiber kength, and dizmeter disiribution N.A. — Nonfibarous product
8306.7550 '
830.7560 Partition coefficient {n-octanolfwater) N.A. - TGAlL Only
8307570
830.7840
830.7860 Water solubility N.A. - FGAI Only
830.7950 Vapor pressure N.A_—TGAl Only
Toxirology, Section 158.500
870.1100 Acute oral toxicity - yat 48240102 11556 OWN 33854 Waiver request
8701200 Acute dermal toxicity 48240103 11556 OWN 33855 Waiver request
870.1300 - Acute inhatation toxicity - rat 48240104 11556 OWN 33856 Jaivw request
870.2400 Primary eye irritation ~ rabbtt 48240105 11556 OWN | 33857 Waiver request
870.2500 Primary dermal ieritation 48240106 11556 OWwn 33749
870.2600 Dermal sensilization 482401067 11556 OWN 33750
870.6100 Delayed nearotoxicity {acute) - ben ’ N_R. —Not an organophosphate

BAH CONFIDENTIAL Data matrix PNR1427 Flu-imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not sead the form to the address.

Paperwork R.eduqlion Act Notice: The public reporting burden for this coliection of information is estimated to averags 0,25 hours per response for registration activities and .025 hours per responss
for information, including suggestions for reducing the burden to: Director, QPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, DC

DATA MATRIX ~ CONFIDENTIAL YERSION

Date: November 3, 2010 EPA Reg No./File Symbol: 11556-RLL Page 17 of 18
Bayer Health Care, LLC Product; PNRIL27 Insecticide Ingredient:  Flumethrin (CAS 69770-45.2 )
Animal Heaith Division *  Flumethrin Technical {pages 1-7) Imidacloprid (CAS 13826141-3)
P.O. Box 390 *  Imidacloprid Technical {pages § -14)
Shawnee Mission, KS 66201-0390 = PNRI14%7 Insecticide (pages 15 - 18)
g:;gm Guideline Study Name ?ﬂirnllger Submitter | Status Report Number Comments
Number
870.6200 Acute neurotoxicity - rat N.R. — Not an erganophosphate
870.3100 90-day oral - rodent N.R.
§70.3200 21-day dermal - rabbitcat N.R. — Non-food use
870.3250 90-tfay dermal N.E. — Collar not affect uptake
$70.7200 Companion animal safety 48240108 11556 OWN 33800 Adult cat safery stody
43240108 11556 OWN 33826 Amendment to adull cat study 33800
48240109 11556 OWN 33805 Adult dog safety stady
48240110 11556 OWN 33806 Pappy safety study
482405811 11556 OWN 33824 Kitien safety study
48240112 11556 OwWN 33822 Reflector study (puppy)
48240113 11556 OWN 33823 Reflector study (kitten)
48240114 11556 OWN 35986 Reflzector study (adult cat)
48240115 11556 OWN 35637 Reflector Sty (adult dog)
. Product Performance, Section 158.400
810.3300 Teeatments to control pests of humans and pets
48240116 11556 OWN 33801 Fleas and ticks (dops)
48240117 11556 QWN 33802 Fleas and ticks (cats)
Efficacy with bathing and water immersion against
48240118 11556 OWN 33803 ticks and fleas
48240119 11556 OWN | 35630 Fleas and ticks {Ixodes ricinis} {cals)
Adult end larvacidal flea control; repeltency and tick
48240120 11556 OWN 35631 control (dogs)
48240121 11556 OWN 35635 Adult and larvacidal fleas, ticks study (cats)
48240122 11556 OWN 35644 Field studies - fleas and ticks {cars)
45240123 11556 OWN | 35645 Field studies— fless and ticks (dops)

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lmi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Steeet, S.W.
WASHINGTON, D.C. 20460 Form

Apgproved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is csnmawd to average 025 hours per response for registration activities and .025 hours per response

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {21373, U.S. Environmental Protection Agency; 401 M Street, S.W., Washington, DC
20460, Do not send the form to the address,

DATA MATRIX - CONFIDENTIAL VERSION

Bate: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLL Page 180f 18
Bayer Health Care, LLC Product: PNRI42? Tnsecticide Ingredient: Flumethnn (CAS 69770-452 )
Animat Health Dlvision +  Flumethrin Techsical (pages t -7) Imidactoprid (CAS 138261-41-3)
P.O. Box 390 »  Imidactoprid Technical (pages 8 -14)
Shawnee Mission, KS 66201-0390 e DNR$427 Insecticide (pages 15 — 18)
geu;getj.i‘:: Guideline Study Name xul:nlger Submitter | Status Report Number Comments
Number
Treatmenis to control pests of pets (cont'd) 48240124 11556 OWN | 35980 Spzed of kil for fleas {cals)
: 48240125 11556 OWN | 35087 Speed of kill for fleas (dogs)
48240136 11556 OWN | 33464 xodes Bridging study
48240127 11556 OWN | 35981 Ticks [xodes ricinis] {cats)
46240128 11556 OWN | 35970 Ticks [Fxodes ticinis] {dogs)
48240129 11556 OWN 35982 Repeliency and control of ticks (dogs)
43740130 11556 OWN | 33467 Juvenile Ticks
45240131 11556 OWN 33694 Eice (Trichodectes canis)
48340132 11556 oWwN | 33691 Sarcoptic mange
48240133 115856 OWN 36172 Hair clipping stody — Repellency and efficecy
48240134 11556 OWN 15842 Hair clipping stody
48240135 11556 OWN 35642 Serum and haircoat kinetics in cats
48240136 11556 OWN 35643 Serm and haircoat kinetics in dogs
48240137 11556 OWN | 15749 Advantage Efficacy against C. canis
None Benafits Documcat (In the Public Interest} 48240128 11556 OWN 33860 Submitted w/ Flumethrin Technicat Application
None ORE Risk Assessment ~ 48240139 11556 | OwN | 33861
None Retease Rate Compilation 48240140 11556 OWN 35992
None Soluble Surface Content of Coltar 48240141 11556 OWN | 35118
Pouglas A. Spilker
Signature W/ M M&ﬂgagef, EPK Regulatory Affairs & Nov. ~o/o

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.d0c
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UNITED STATES ENVIRONMENTAL PROTECTION AGEMCY
WASHINGTON, D.C. 20460

December 02, 2011 GFFICE OF CHERMITAL SAFETY
ANDO POLLUTION PREVENTION

BAYER HEALTHCARE L.LC
PO.BOX : 390
SHAWNEE MISSION, KS 66201-0390

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 30-NOV-11. Our staff has completed a preliminary analysis
of the material. The resuits are provided as foliows:

Your supmittal was found to be in full compliance with the standards for submission of data
contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with Master
Record ID's (MRIDs} assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.
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Bayer HealthCare
Animal Health

Via Federal Express

November 29, 2011

Document Processing Desk (ADDL DATA - NO REGFEE)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Mr. Richard Gebken/PM10
Registration Division {7505P)

Subject: PNR1427 Insecticide (EPA File Symbol 11556-RLL)

. . . Bayer HealthCare LLC
Amendments to Companion Animal Safety Studies Aniria! Health

P.0. Box 330
Shawnee Mission, KS 86201-0380

Dear Mr. Gebken;

Please find enclosed two respective amendments to currently on-file
companion animal safety studies on adult cats and adult dogs. The
enclosed amendments provide additional information about the required
studies, as requested in a teleconference on this subject with the Agency
on October 20, 2011 (Dr. Byron Backus and Ms. BeWanda Alexander.)
The main objective of these amendments is to appropriately recaiculate the
exposure of the target animals to the levels of the two active ingredients
released from the collars worn by the pets during the study.

We will update the respective Data Matrix and resubmit it after we receive
the MRID numbers back from the Agency. If you have any questions,
please do not hesitate to call me at 913-268-2751.

PR SR

- . .
Dtk
* toha 4w 3
X PR 4

Douglas ASpilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug.Spilker@Bayer.com

Sincerely

Enclosures:
1. Bayer Report No. 33967 — Adult Dogs (3 copies)
2. Bayer Report No. 33968 - Adulf Cats (3 copies)
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Transmittal Document

1. Name and Address of Submitter
Bayer HealthCare LLC
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0390

L s g

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which this Packape is Submitted
Additional Information for the Pending Application for Registration of “PNR 1427
Insecticide”; File Symbol 11556-RLL

3. Transmittal Date
November 29, 2011

4. List of Submitted Studies:
MRID No. Volurne

48674701 H - “Final Report Amendment [ to Bayer Report 33805
(MRID 48240109} — Safety of PNR 1427 in Adult
Dogs,” Bayer Report No. 33967, Harish M. Chopade,
16 pp.

48674702 2 - YK inil Report Amendment 2 fo Bayer Report 33800
(MRID 48240108) — Safety of PNR 1427 in Adult
Cats,” Bayer Report No. 33968, Harish M. Chopade,

16 pp.

LR B

Page 1 of 1
Teansmittal 112911 PNR1427 DAS Add.doc 8 2



Memorandum

Date: RS NEAY

To: o , Regulatory Manager

From: Information Services Branch, ITRMD

Your receipt of this data submission is not an
indication that MRIDs for the enclosed studies have
been posted to OPPIN.

We expect that it will be approximately 5 days
from the above date before the study-level data is
available in OPPIN.

If you have any questions about this process,
please contact Teresa Downs (305-5363).

Thisisa:  [f fully accepted submission
[} partially accepted submission
[J rejected submission
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Animal Health

Via Federal Express

March 10, 2011

Document Processing Desk (ADDL DATA -~ NO REGFEE)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Mr. Richard Gebken/PM 10
Registration Division (7505P)

Subject: PNR 1427 Insecticide (EPA File Symbol 11556-R1.L)
Bayer HeaithCare 11C
Arimal Health
P.0. Box 390
Dear Mr. Gebken: Shawnee Mission, KS 66201-0390

Please find euciosed a study providing data to fuifill the data requirements
of one year storage stability (OPPTS GL No. 830.6317) and corrosion
characteristics (OPPTS GI. No. 830.6320) in support of the pending
registration of -the -subject product- As--requested; please also find an
electronic version of this report on the enclosed CD. Please note that the
title of the report refers to “M915 Insecticide,” the previous code
name for the product, but the formulation heing the same.

I will update the respective Data Matrix and resubmit it after I receive the
MRID number back from the Agency.

H you have any questions, please do not hesitate to call me at
013.268-2751.

Douglas A. Spilker. Ph.
Manager, EPA Regulatory Affairs
Doug Spiiker @Bayer.com

Enclosures:
1. Bayer Report No. 33906 (3 copies paper; 1 copy CD)

cc; B. Alexander (EPA) - email 8 4



Transmittal Document

1. Name and Address of Submitter
Bayer HealthCare LLC
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0390

Douglas 2 Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which this Package is Submitted
Submission of one year storage stability (830.6317) and corrosion characteristics
(830.6320) report, in support of the pending registration of PNR1427 Insecticide
(EPA File Symboi 11556-RLL)

3. Transmittal Date
March 10, 2011

4. List of Submitted Studies:
MRID No.  Volume

48418501 | - Bvaluation of Stability and Corrosion Characteristics
of M915 Insecticide, OPPT 830.6317 and 830.6320,
Bayer Report No. 33906, Rose, 1., 24 pp. (3 paper
copies; 1 CD)

Page 1 of 1

Transmittal PNRI427 03101 1.doc 8 5



VP g UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460
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October 6, 2010
OFFICE OF

PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390
SHAWNEE MISSION, KS 66201-0390

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 24-SEP-10. Qur staff has completed a preliminary
analysis of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with
Master Record I1)'s (MRIDs) assigned to each document submitted. Please use these numbers in
all future references to these documents. Thank you for your cooperation. If you have any
questions concerning this data submission, please raise them with the cognizant Product
Manager, to whom the data have been released.
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S 482401

Bayer HealthCare
Animal Health

Via Federal Fxpress

September 23, 2010

Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504F)
U.S. Environmental Protection Agency
Room §-4900, One Potomac Yard
2777 South Crystal Drive

Aslington, VA 22202-4501

Attention: Mr. Richard Gebken/PM1G
Registration Division (7505P)

Subject:  Application for Registration of a New Active Ingredient

(PRIA R110): Elumethrin Technical (CAS No. 69770-45-2) Sayer HeafhCare LLG
Application for Registration of a Combination (Flumethrin + £.0. Box S esion. KS 66201.05¢

Imidacloprid) End-Use Product: PNRI1427 Insecticide

Dear Mr. Gebken:

With this application, the enclosed data and labeling, Bayer HealthCare
LLC, Animal Health Division (BAH) is requesting the registration of a
new technical active ingredient — “Flumethrin Technical” containing
flumethrin (CAS No. 69770-45-2). A second application for registration
of PNR1427 Insecticide end-use product (flea and tick pet collar) is being
submitted concurrently with this application for registration of the
technical active ingredient. The flumethrin technical active ingredient,
which is also the manufacturing-use product, is for formulation purposes
ONLY into products with indoor, non-food uses. The “specific use
pattern” on domestic animals, according to the Pesticide Use Index, is
determined to be Group Number 99 “Indoor — Non-Food.”

The proposed Flumethrin Technical is considered a “new” active
ingredient in that it is “...not cwrently contained as an active ingredient in
any EPA registered pesticide product.” The ultimate use of this technical
active ingredient is for formulation into pesticide products on pets (cats
and dogs), which are considered indoor use patterns by the Agency. No
flumethrin-containing end-use products are proposed that would be used
on or come into contact with food and/or feed items. Therefore as
described in the PRIA Decision Tree, the application for registration of
this new active ingredient — Flumethrin Technical - falls under the action
code R110: “Nonfood use; Indoor.” Furthermore, it is our understanding
that all indoor non-food use products included with this technical active
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Bayer HealthCare LLC, Anima. __alth Division
September 23, 2010
Page 2 0f ¢

ingredient application are covered by the base fee in this category, if
submitted simultaneously. The application for the end-use product,
PNR1427 Insecticide, is being submitted simultaneously with the technical
product application, and therefore there should be no additional PRIA fee
for the PNRI427 Insecticide application.

Flumethrin, a new active ingredient, is intended as a Technical/
Manufacturing Use Product for formulating insecticides for indoor uses
(on domestic animals; cats and dogs). Flumethrin Technical is proposed
for use in combinations with other EPA-registered active ingredients (such
as irnidacloprid). PNRI427 Insecticide is a new pesticide end-use product
combining two active ingredients, imidacloprid and flumethrin, in a pet
collar formulation. It is intended for the prevention and treatment of public
health pests, such as ticks and fleas, on kittens, cats, puppies and dogs.

The Agency is not unfamiliar with this active ingredient and end-use
product, as Bayer Healthcare has had several pre-registration meetings
and/or teleconferences with the Agency to discuss these registration
actions and the specific 40 CFR Part 158 requirements for these products.
Detailed overviews of the two actions are attached to the respective
Applications for Pesticide Registration (EPA Form No. 8570-1), and the
Bayer-EPA interactions will be referenced in the respective sections of
these overviews, and copies of referenced documents provided. We
request that copies of the two applications with attachments be
forwarded to the respective review groups, as we think this
information could be quite helpful during their review processes.

Information regarding the benefits of this new active ingredient-containing
product is contained in the document entitled: “Benefits of Flumethrin
Active Ingredient and the Imidacloprid/Flumethrin Collar for Cats and
Dogs (PNR1427), Bayer report No. 33860,” which should allow the
Agency to make the determination that “...the use of the pesticide will not
cause any unreasonable risk to the environment; and the use of the
pesticide is in the public interest.”

If you have any questions, please do not hesitate to call me at
913-268-2751.

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug Spilker @ Bayer.com




Bayer HealthCare LLC, Anima.  .Hth Division
September 23, 2010
Page 3 0f 4

Enclosures:

1. Copy of Check - Check No. 2000542090 ($209,475.00), cover
letter, dated 9/20/10, and delivery confirmation, dated 8/21/2010

2. Anpplication for Registration — Flumethrin Technical

a. Administrative Volume (Volume 1 on Transmittal
Document)
i. Cover letter (Extra Copy)
ii. Copy of PRIA Payment (Check No. 2000542090)
1ii. Application for Registration — Flumethrin Technical
(Form 8570-1), 10pp. w/ 6 attachmeunts
iv. Transmittal document
v. Confidential Statement of Formula, dated
11/15/2008 (2 copies)
vi. Certification with Respeet to Citation of Data (Form
8570-34)
vii. Data Matrix (CONFIDENTIAL) — “Flumethrin
Active Ingredient Specific, dated 9/20/2010,” 7pp.
viii. Data Matrix (PUBLIC) —~ “Flumethrin Active
Ingredient Specific, dated 9/20/2010,” 7pp.
1x. Product label, dated 9/20/2010 (3 copies)

b. Bayer Reports — ID Nos. 23979, 23980, 23940, 14838,
18186, 23541, 14837, 16302, 17815, 17817, 33853, 14967,
76066, 14561, 32545, 32570, 30932, 30931, 18177,
201706, 19360, 15285, 19383, 18255, 18968, 35286,
32775, 13252, 30322, 30686, 30517, 32365, 14173, 14174,
30687, 15461, 31492, 74691, 31489, 30951, 15198, 14867,
14368, 22813, 30971, 15839, 22818, 22819, 15987, 35217,
35038 (3 copies each)

3. Application for Registration — end-use product PNRI427
Insecticide

a. Administrative Volume (Voiume 1 on Transmittal
Document)
i. Cover letter (Extra Copy)
ii. Application for Registration — PNR 1427 Insecticide
(Form 8570-1), 17pp. w/ 7 attachments
iii. Confidential Statements of Formula (3) — Basic, Alt
1, and Alt 2, dated 8/25/2010; 2 copies each)
iv. Transmittal Document
v. Certification with Respect to Citation of Data (Form
8570-34)
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Bayer HealthCare LLC, Amma. iith Division
September 23, 2010
Page 4 of 4

vi. Letter of Authorization from Bayer CropScience
(for imidacloprid), dated 9/7/2010
vii. Data Matrix (CONFIDENTIAL) - PNR 1427
Insecticide: “Flumethrin Active Ingredient Specific
(pages 1-7), Imidacloprid Active Ingredient Specific
{pages 8-14), and PNR 1427 Insecticide Specific
(pages 15-18); dated 9/20/2010,” total pages — 18
viii, Data Matrix (PUBLIC) — PNR1427 Insecticide:
“Flumethrin Active Ingredient Specific (pages 1-7),
Imidacloprid Active Ingredient Specific (pages 8-
14), and PNR1427 Insecticide Specific (pages 15-
18); dated 9/20/2010,” total pages -18
ix. Product label, dated 9/20/2010 (3 copies)

b. Bayer Reports - ID Nos. 33752, 33854, 33855, 33856,
33857, 33749, 33750, 33800, 33826, 33805, 33806, 33824,
33822, 33823, 35986, 35637, 33801, 33802, 33803, 35630,
35631, 35635, 35044, 35645, 35980, 35987, 33464, 35981,
35979, 35982, 33467, 33694, 33691, 36172, 15962, 35642,
35643, 15749, 33860, 33861, 35992, 35118 (3 copies each)

BAH Caver itr Flu-hni 0923 10.doc
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TRANSMITTAL DOCUMENT

Name and Address of Submitter:

Regulatory action in support of

which this package is submitted:

EPA Reg. No./File Symbol:
Alternate Test Material Names:
Transmittal Date:

Bayer HealthCare LL.C
Animal Health Division
Box 390

Shawnee Mission, Kansas 66201-0380

Application for registration of
PNR1427 Insecticide

Company Number: 11556- XXX
N/A
September 23, 2010

33749 (1 book, 3 copies).

Box Count: 19-24
xﬁ::;:_ Citation MRID Number
Administrative Materials
- Cover letter (Extra Copy)
- Application for Pesticide Registration (with Attachments)
- Confidential Statement of Formula (2 copies)
] - Transmittal Document
- Certification with respect to Citation of Data (8570-34)
- Letter of Authorization from Bayer CropScience (imidacloprid)
- Data Matrix (CONFIDENTIAL)
- Data Matrix (PUBLIC)
o - Product Label (3 copies)
£ Rose, J.E., 2009, Chemistry Evaluation of M915 Insecticide,
NI (1 book. 3 copies). 48240101
Chopade, H., 2010, Request for Waiver from the Requirement
A 3 of Acute Oral Toxicity Study — PNR 1427 Insecticide, 33854 (1
- book, 3 copies). 48240102
Chopade, H., 2010, Request for Waiver from the Requirement
A 4  of Acute Dermal Toxicity Study — PNR 1427 Insecticide, 33855 8
(1 book, 3 copies). 48240103
Chopade, H., 2010, Request for Waiver from the Requirement 48240104
i b of Acute Inhalation Toxicity Study — PNR 1427 Insecticide,
33856 (1 book, 3 copies).
Chopade, H., 2010, Request for Waiver from the Requirement
L B of Acute Eye Iritation Toxicity Study — PNR 1427 Insecticide, 48240108
33857 (1 book, 3 copjes). -~~~
L7 Durando, J., 2009, Primary Skin Irritation Study in Rabbits, 48240108

Bayer HealthCare LLC
Pageiof 5
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Volume
Number

Citation MRID Numhber

8

Durando, J., 2009, Dermal Sensitization Study in Guinea Pigs 48240107
(Buehler Method), 33750 {1 book, 3 copies).

g

Madsen, T.J., 2010, Safety of PNR 1427 in adult cats, 33800 (1

10

book, 3 copies). .
Madsen, T.J., 2010, Amendment to Bayer Report No.33800- B240108

Safety of PNR1427 in Adult Cats, 33826 (1 book, 3 copies).

11

Madsen, T.J., 2010, Safety of PNR 1427 in Adult Dogs, 33805

{1 book, 3 copies). 48240108

12

Madsen, T.J. & Chopade, H., 2010, Safety of PNR1427 in

Puppies, 33806 (2 books, 3 copies). 48240110

13

Madsen, T.J., 2010, Safety of PNR 1427 in Kittens, 33824 (2 48240111
books, 3 copies).

t4

Madsen, T.J., 2010, Safety of PNR1427 With Reflectors in

Puppies, 33822 (1 book, 3 copies). 48240112

15

Madsen, T.J., 2010, Safety of PNR1427 with Reflectors in

Kittens, 33823 (1 book, 3 copies). 48240113

16

Delport, P.C., 2010, Target animal safety with a PNR 1427
collar with and without reflectors when applied once to adult

cats, 35986 (1 book, 3 copies). 48240114

17

Bach, T., 2010, Target Animal Safety With A 10% Imidacloprid
+ 4.5% Flumethrin Collar With or Without Reflector Clips
Applied Once To Adult Dogs, 35637 (1 book, 3 copies). 48240118

18

Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy of
PNR1427 Against Tick (Dermacentor variabilis, Rhipicephalus
sanguineus) and Flea Infestations on Dogs, 33801 (1 book, 3
copies).

48240118

19

Everett, W.R., Bavis, W.L., & Settje, T.L., 2010, Efficacy of
PNR1427 Against Tick (Amblyomma americanum) and Flea =~ 48240117
Infestations on Cats, 33802 (1 book, 3 copies).

20

Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Evaluation of
the Effects of Shampooing or Water Immersion on the Efficacy 48240118
of PNR1427 Against Flea (Ctenocephalides felis) and Tick
(Bermacentor variabilis, Rhipicephalus sanguineus) Infestations
on Dogs, 33803 (t book, 3 copies).

21

Strube, K., Stanneck, D., Schroeder, |., & Kruedewagen, E.,
2010, Efficacy of a 10% imidacloprid / 4.5% flumethrin collar
against experimental tick (Ixodes ricinus) and flea
(Ctenocephalides felis) infestations in cats, 35630 (1 bock, 3
copies).

48240118

Bayer HealthCare LLC
Page2of 5
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Volume
Kumber

Citation MRID Mumber

22

Strube, K., Stanneck, D., Schroeder, [, & Kruedewagen, E.,
2010, Efficacy of a 10% imidacloprid / 4.5% flumethrin collar
against experimental tick ([xodes ricinus and Rhipicephalus
sanguineus) and flea (Ctenocephalides felis) infestations in
dogs, 35631 {1 book, 3 copies).

48240120

23

Wolken, S., & Stanneck, D., 2010, Efficacy of a 10%

imidacloprid / 4.5% flumethrin collar against experimental tick

(Ixodes ricinus) and flea (Ctenocephalides felis) infestations in 48240121
cats, 35635 {1 book, 3 copies).

24

Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy,

Persistency and Safety of “Imidacloprid 10%/Flumethrin 4.5%

Collar” in Cats Naturally Infested with Fleas and/or Ticks in a 48240122
Multi-Centric Clinical Field Study in the EU, 35644 (1 beok, 3

copies).

25

Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy,

Persistency and Safety of “Imidacloprid 10%/Flumethrin 4.5%

Collar” in Dogs Naturally Infested with Fleas and/or Ticks ina 48240123
Multi-Centric Clinical Field Study in the EU, 35645 (1 book, 3

copies).

26

Strube, K. & Schroeder, I., 2010, Onset of Efficacy of a 10%
Imidacloprid/ 4.5% Flumethrin Collar on Cats When

Experimentally Infested with the Cat Flea Ctenocephalides felis 48240124
(C. felis), 35980 {1 book, 3 copies).

27

Kok, D.J., 2010, Onset of Efficacy of an Imidacloprid/Flumethrin
Collar Formulation Against Fleas (Ctenocephalides felis) on
Dogs, 35987 {1 book, 3 copies). 48240125

28

Turberg, A. & Setije, T., 2010, Comparative in-vitro study of
flumethrin efficacy against two Ixedes species in a glass vial 48240128
contact assay, 33464 (i book, 3 copies).

29

Strube, K., 2010, Onset of efficacy of a 10% Imidacloptid/ 4.5%
flumethrin collar on cats when experimentally infested with 48240127
Ixodes ricinus (/. ricinus), 35981 (1 book, 3 copies).

30

Ketzis, J. & Schroeder, I., 2010, A controlled, randomized study
to confirm the efficacy of Imidacloprid/Flumethrin containing 48240128
collars against artificially induced infestations of Ixodes ricinus
on beagles, 35979 (1 bock, 3 copies).

31

Strube, K., 2010, Onset of Efficacy of a 10% Imidacloprid/ 4.5%
Flumethrin Collar on Dogs when Experimentally Infested with
Ixodes ricinus and Rhipicephalus sanguineus, 35882 (1 book, 3

copies). 48240128

Bayer HealthCare LLC
Page3of 5
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Volume
Number

Citation MRID Number

32

Turberg, A., 2010, Comparative in-vitro study of efficacy of a 1 :

1.85 flumethrin : imidacloprid mixture against larvae, nymphs

and adults of |, ricinus and R. sanguineus and larvae and adults 42404320
of D. reticulatus ticks in & glass vial contact assay, 33467 (1

book, 3 copies).

33

Ketzis, J. & Stanneck, D., 2010, A Conirolled, Randomized
Study to Confirm the Efficacy of Imidacloprid/Flumethrin
Containing Collars Against a Natural Infestation of Dog L.ice
(Trichodectes canis) on Mixed Bred and Purebred Dogs, 33694
{1 book, 3 copies).

48240131

a4

Fourie, J.J., 2010, Evalualion of the Efficacy of an
!midacloprid/Flumethrin Collar Formulation on Dogs with 48240132
Naturally Acquired Infestations of Sarcoptes scabiei, 33691 (1

hook, 3 copies).

35

Kruedewagen, E., 2010, In-vitro Efficacy of Hair Coat Samples

From Cats and Dogs Treated with !Imidacloprid 10%/Flumethrin

4.5% Collars Against Ticks (H. sanguineus), 36172 (1 book, 3 48240133
copies).

36

Gyr, P. & Hopkins, T., 1995, Residues of BAY 17391 10% wiv
Spot-on in the Coat of Dogs at Various Times After Treatment

15962 (1 book, 3 copies). ' 48240134

37

Delport, P.C,, 2010, Serum and Hair Coat Kinetics of an
Imidacloprid 10%/Flumethrin 4.5% Collar in Cats, 35642 (1

book, 3 copies). 48240138

38

Delport, P.C., 2010, Serum and Hair Coat Kinetics of an
Imidacloprid 10%/Flumethrin 4.5% Collar in Dogs, 35643 (1
book, 3 copies). 48240136

39

Jacobs, D.E., 1995, Imidacloprid Spot-on 10% (BAY t 7321) for
the Control of Fleas on Dogs ~ Clinical Field Study, 15749 (1
book, 3 copies). 48240137

40

Spilker, D.A., & Davis, W.L.., 2010, "Benefits of Flumethrin 48240438
Active Ingredient and the Imidacloprid/Flumethrin Collar for
Cats and Dogs (PNR1427)", 33860 (1 book, 3 copies).

41

Lunchick, C., 2010, Occupational and Residential Exposure
and Risk Assessment for PNR 1427 Dog and Cat Collars
Formulated with Imidacloprid and Flumethrin, 33861 (1 book, 3 48240139

coples).

42

Stanneck, D., 2010, Dosage of the imidacloprid 10%/flumethrin
4.5% collar and release of the active ingredients over time in
cats and dogs — Review Compilation, 35992 (1 book, 3 copies), 48240140

Bayer HealthCare |1.C
Page 4 of 5
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Valuime P
Number Citation MRID Number

Kruedewagen, E., 2010, Soluble Surface Content of Flumethrin
and Imidacloprid of a Collar Containing 10% Imidacloprid plus

43 4.5% Flumethrin After Beeing Worn by Cats for Different Time 48240141
Periods, 35118 (1 book, 3 copies).
Company Official: Douglas A. Spilker, Ph.D., Manager
EPA Regulatory Affairs
Company Name: Bayer HealthCare LLC
Animal Health Division
Company Contact: Douglas A. Spilker, Ph.D.

Phone: (913) 268-2751
Fax: (913) 268-2135
Email: doug.spilker@bayer.com
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, SW.
WASHINGTON, D.C, 20460 Form

Appeoved OMB No, 2070-0060

20460, Do not send the form to the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to; Directos, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, 5. W., Washington, DC

DATA MATREX — CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLL. Page 1of18
Bayer Health Care, LLC Product; PNR1427 Insecticide Ingredient: Flumethrin (CAS 69770-452 )
Animat Health Division Flumethrin Techaical (pages 1 -7) Imidacloprid (CAS 138261-41-3)
P.0.Box 330 *  Imidacloprid Technical (pages 8 -14)
. Shawnes Mission, K§ 66201-03%0 e PNR1427 Insecticide (pages {5~ 18)
Guideline Guideline Stedy Name MRID Submitter | Status Report Number Comments
Reference Number
Number
Flumethrin Active Ingredient Specific (Pages 1 -7)
330.1550 Produet identity and Composition 48240201 11356 OWN | 23979 (BR 2625)
830.1600 Description of matcrials used to produce the
product 48240201 11556 OWN | 23979 (BR 2625)

230.1620 Description of production process 48240201 11556 OWN | 23979 (BR 2625}

830.1630 Description of formulation process N.A. - EP Only

830.1670 Discussion on formation of impurities 48240201 11556 OWN 23979 (BR 2625)

830.1700 Preliminary analysis 48240201 11556 OWN 23979 (BR 2625)

830.1750 Certified of Emits 48240201 11556 OWN 23979 (BR 2625)

830.1800 Enforcement method 48240201 11556 OWN 23979 (BR 2625)

830.1900 Submittal of sumples Samples avaitable upon request

£30.6302 Color 48240202 11556 OWN 23980 (BR 2624)

830.6303 Physical staie 48240202 11356 OWN 23980 (BR 2624)

8306304 Odor 48240202 11536 OWN | 23980 (BR 2624)

8306313 Stability 4824202 11556 OWN 23980 (BR 2624)

§30.6314 Oxidizing / reducing action 48240202 11556 OWN 23980 (BR 2624)

830.6315 ‘| Flanunability 48240202 11536 OWN | 23580 (BR 2624)

830.6316 Expladability 48240202 11556 OWN 23980 (BR 2624)

830.6317 Storage stability 48240202 11556 OWN | 23980 (BR 2624)

830.631% Miscibility 48240202 11556 OWN 23920 (BR 2624)

830.6320 Corrosion characieristics 48240202 11556 OWN 23980 (BR 2624)

830.6321 Dielectrie breakdown volt 48240202 11556 OWN 23980 (BR 2624)

R30.7000 pH 48240202 11556 OWN 23980 (BR 2624)

BAH CONFIDENTIAL Data matrix PNR1427 Fiu-Imi-EP 110310.doc
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UNTTED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Streat, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated o average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX — CONFIDENTIAL VERSEION

Shawnee Mission, XS 66201-0390

-
-

Imidactoprid Technical {pages 8 -14)
PNR1427 Insecticide (pages 15 - 18)

Date: November 3, 2010 EPA Reg No./File Symbol: 11556-RLL Page 2of 18

Bayer Health Care, LLC Product: PNRI427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2)

ér(t;maa] Hg;l{t]h Pivision »  Fiumethrin Technicat (pages t -7) Imidacloprid {CAS 138261-41-3)
.0, Box

Guideline Guideline Study Name MR Submitter | Status  ["eoors Number Comments
Refcrence Number
Number
$30.7050 UV/Visible absorption 48240202 11356 OWN 23980 (BR 2624)
8307100 Viscosity 48240202 11556 OWN 23980 {BR 2624) N.A. — Not a liquid
§30.7200 Melting point 48240202 11556 OWN | 23980 (BR 2624)
§30.7220 Boiling point 48240202 11556 OWN 23980 {BR 2624)
830.7300 Density, bitjk-density, or specific gravity 48240202 11556 OWN 23980 (BR 2624}
830.7370 Dlissociation constant in water 4824?_202 11556 O:W'_N 439380 (BR 2624) N.A. — Does not dissociote
8307520 Particle size, fiber kengih, and djameter distribution 48240202 11556 OWN 23980 (BR 2624)
£30.7550
830.7560 Partition cocfficient (n-octanot/water} 115356 OWN 23980 (BR 2624)
830.7570 ’ 48240202
£30.7840
#30.7860 Water solubility 48240202 11556 OWN 23980 {BR 2624)
830.7950 Vapor pressure 48240202 11556 OWN | 23980 (BR 2624)

ey

$50.2100 Avian oral toxicity

850.2200 Avian dietary toxicity N.A.
850.2400 Wild mammal toxicity N.A.
850.2300 Avian reproduchion WA,
8502500 Simulated or actual field testing N.A.
§50.1075 Freshwater fish toxicily N.A.
§50.1010 Acute toxicity freshwater invertebrates N.A.
850.1025 NLA.
§50.1035

830.1045 Acute toxicity estuarine and marine organisms

£30.1055

830.1075

850.1300 Adquatic invertebrates life cycle {freshwater) N.A,

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lmi-EP 1103 10.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Streat, 5.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070.0060

Paperwork Reduction Act Notice: The public reporting burden for this colkeetion of infarmation is estimated to average 0.2 hours per response for registration activifies and (025 hours per response

for infermation, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Eavironmental Protection Agency, 401 M Sueet, 5.W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX — CONFIDENTIAL VERSION
EPA Reg No./Flle Symbol: 11556-RLL
Product: PNRI42T Insecticide

Date: November 3, 2010
Bayer Health Care, LLC

Page 3of 18
Ingredient: Flumethrin {CAS 69770-45-2 )

Animal Health Division
P.0. Box 390
Shawnee Mission, K5 65201-0390

-
L]
-

Flumethnn Techwical (pages 1 -7}
Imidacloprid Technical {pages 8 -14)
PNR1427 Insecticide (pages 15~ 18)

imidacloprid {CAS 138261-41-3)

geul!:ig:‘l:; Guideline Sltudy Name g{ﬁnﬂh)ﬂ Submitter | Status Report Number Commeonts
Number
850.1350 Aquatic invertebrates life cycle (saltwater) N.A.
850.1400 Fish early-life stage {freshwater) N.A,
850.1400 Fish early-life stage (saltwaler) N.A.
850.1500 Fish life cycle N.A.
850.171¢ Aquatic organisms bivavailebility, N.A.
850.1730 biomagnifications, toxicity
850.1850 —
Simulated or actual field testing for aquanc N.A.
850.1950 Organisms
8§2. 1735 Whole sedimeni: acute freshwater invenebraies N.A.
8501740 ‘Whole sediment: acute marine invertebrates MN.A,
850.3020 Honey bee acute contact toxieity N.A.
850.3030 Honey bee toxicity of residues on fuliage N.A.
850.3040 Field testing for pollinators N.A.

Acur.e ora.l taxicity — rat 48240203 11556 OWN | 76064 (ID 23940)
483240204 11556 OWN 14838 Supplemental
48240205 11556 OWN 18186 Supplemental
870.1200 Acute dermal toxicity 48240206 11556 OWN | 760653 (1D 23941)
48240207 11556 OWN 14837 Supplemental
870.130G0 Acute isihalation toxicity ~ rat 485240208 11556 OWN 16302
48240209 11556 OWN 17815 Pilot study
Pilot study
48240210 11556 OWN 17817

BAH CONFIDENTIAL Data motrix PNR 1427 Flu-Imi-EP 1 1031¢.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Sueet, 5.W.

WASHINGTON, B.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Strect, 5.W., Washington, DC
20460, Do not sead the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Rcg NoJ/File Symbol:

11556-RLL

Page 4 0f 18

P.0. Box 390

Bayer Health Care, LLC
Animal Health Division

Shawnee Mission, K§ 66201-0390

Product:
*
»
»

PNRI1427 Insecticide
Flumethrin Technical (pages 1 -7)
Imidacloprid Technical {pages 8 -14)
PNR 1427 Insecticide {pages 15— 18)

Engvedient: Flumethrin (CAS 69770-45-2 )
Imidacloprid {CAS 138261-41-3)

Guideline

Guideline Study Name

MRID

Submittcr

Status

Reference Number Report Number Commments
Number
870.2400 Primury eye irritation — rabbit 48240211 11556 OWN 33853 Waiver request
43240212 11556 OWN | 14967 Supplemental Study
870.2500 Primary dermal irritation 48240213 11556 OWN 76066 (ID 23942)
870.2600 Dermal sensitization 48240214 11556 OWN | 14561
870.6100 Delayed neurotoxicity (acute) ~ hen N.R. — Not an organophosphate
870.6200 Acutz neurotoxicity - rat 48240215 11556 OWN 201861 {ID 32545) N.R. — Not ar organophosphate
£70,3100 90-day otal - rodent No oral exposure
870.3150 90-day feeding - non-rodent N_R. — Nonfood use
870.3200 21-day dermat - rabbit/rat N.R. — Nonfood use
870.3250 9{-day dermal toxicity 48240216 11556 OWN 32570
48240217 11556 OWN 30932 Pilot study for 32570
48240218 11556 OWN 30931 Pilot study for 32570 and 30932
870.3465 90-day inhalation 48240219 £1556 OWN 18177
870.6100 28-day delayed neurotoxicity ~ hen N.R. - Not an organophosphate
870.6200 50-day neurofoxicity - rat 48240220 11556 OWN | 201706 (ID 32054)
870.4100 Chronic oral toxicity - rodent 48240221 11556 OWN 19360 Listed as scudy type 870.4300 {(combinad)
48240222 11356 OWN 15285 Pilot stedy for ¥D 19360
870.4200 Carcinogenicity — rat 48240221 11556 OWN 19360 Listed as study type 870.4300 (combined)
48240222 11556 OWN 15285 Bilot study for 10y 19360
8704200 Carcinogenicity - mouse 48240223 11556 OWN 19383 See protocol discussion
48240224 11556 OWN 18255 Pilot study for 1D 19383
£70.3700 Developmental toxicity - rat 48240225 11556 OWN 18968
8703700 Developmental toxicity — rabbit 48240226 11556 OWN 35286

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20450 Form

Approved OMB No, 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registration activities and (25 hours per response

for information, including suggestions for reducing the hurden to: Director, OPPE Information Management Division (2137), 1.8, Environmental Protection Apency, 401 M Street, 8.W., Washington, DC
20460. Do not send the form to the address,

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg NofFile Symbol:  11556-RLL Page Sof 18
Bayer Healih Care, LLC Product: PNRI427 Insecticide Ingredient: Flumethrin {CAS 69770-45-2 )
Animal Health Division +  Flumethin Technical (pages 1-7) Imidactoprid (CAS 138261-41-3)
P.Q. Box 390 e Imidacloprid Technicaf (pages 8 -14)
Shawnee Mission, KS 66201-0390 *  PNR1427 Insecticide {pages 15 - [8)
1 Guideline Guideline Study Name MRID Submitter | Status  “Reoort Number Comments
Reference ' Number
Number
870.3800 Reproduction and fertlity effects 48240227 11556 QWN | 32775
48240228 11556 OWN | 13252 Pilot study for 32775
43240229 11556 OWN | 30322 Piloz study for 32775
45240230 11556 OWN | 30686 Pilot study for 32775
48240231 11556 owN | 30517 Supplement to 30686
870.6300 Developmenial neuratoxicity 48240232 11556 QWN | 201747 (D 32365)
870.5100 Bacterial reverse mulation assay 48240233 11556 OWN 14173
48240234 11536 OWN | 14174
48240235 11556 OWN | 30687
870.53¢0 In vitro mammalian cell assay 48240236 11556 OWN 15461
870.5375 48240237 11556 QWN | 31492
48240238 11556 OWN | 74691 (D 16145)
48240238 11556 OWN ] 31489
870.5385 Int vitre cytogenstics 48240240 11556 OWN [ 30051
870.5395 48240241 11556 OWN | 15198
870,5550 Unscheduled DNA Synthesis 48240242 11556 OWN | 14887
870.7485 Metabolism and pharmacokinetics 48240243 11556 OWN | 14368
48740744 11556 OWN | 22813
48240245 11556 OWN | 30971
48240246 11556 OWN | 13839 Cattle — Supplementat Study
48240247 11556 OWN | 22818 Shecp — Supplemental Study
4824777438 11556 OWN | 22819 Sheep — Supplemental Study
43240249 11356 OWN 15987 Cattle — Supplemental Swudy
8707200 Comnanion atiimal safety NA_forEP Oﬂly
8707600 Dermal pepetration N.R, — Bee Risk Assessment
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, S.W,
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmenta] Protection Agency, 401 M Street, S.W., Washingion, DC
20460, Do not send the form o the address,

DATA MATRIX - CONFIDENTIAL VERSION

Date. November 3, 2010

EPA Reg NoJ/Flle Symbol:

11556-RLL

Page 6 of 18

P.O. Box 350

Bayer Health Care, LLC
Animal Health Brivision

Shawnee Mission, KS $6201-0390

Pepduct:
L]

PNRI42T Insecticide

Flumethrin Technical {pages 1 -7}
Imidacloprid Technical (pages B -14)
PNR 1427 Insecticide (pages 15 — 18)

Ingredient: Flumethrin (CAS 65770-45-2 }
Imidacloprid (CAS 138261-41-3)

Guideflne

Guideline Stuly Name

MRID

Submitter

Status

Reference Number Report Nomber Comments
Number
70,7800 Immunotoxicity 43240250 11556 OWN | 35217
875.2400 Post-Application Exposure {Dermal) N.A.EP Only
None Requested by Apgency in Pre-Reg Meeting of
1998 EMEA Summary/Overview on Flumethtrin 4824%51 11556 ownN 35038 11/11/06

8352120 Hydrolysis NA.
£35.2240 Photodegradation - water N.A.
835.2410 Photodegradation - soil N.A.
$35.237¢ Photodegradation - air N.A.
8354100 Aerobic soil metabolism N.A.
£35.4200 Anaerobic soil melabolism N.A
835.4300 Acrobic aquatic metzbolism N.A.
£835.4400 Anaerobic aquatic metabolism N.A,
£35.1230 M.A,
835,1240 Leaching / adsorption/desorption

§35.1410 Volatility - laboratory WA,
835.8100 Volatility - field N.A,
835.6100 Terrestrial figld dissipation N.A.
835.6200 Aguatic (sediment) N.A.
835.6300 Forestry N.A.
835.6400 Combination and tank mixes N.A.
8357100 Grousd water moniloring N.A.
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UNITED STATES ERVIRONMENTAL PROTECTION AGENCY

A0 M Street, 5.V,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per response

for information, including suggestions for zzducing the burden to: Director, OPPE loformation Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W._, Washingion, BC
20460. Do not send the form Lo the address.

DATA MATRIX - CONFIDENTIAL YERSION

Date: November 3, 2010

Shawnee Mission, KS 66201-0390

*  Imidacloprid Technical (pages § -14)
«  PNR1427 lnsecticide (pages [5 - [8)

EPA Reg NoFile Symbol:  11556-RLL Page Tof 18
Bayer Health Care, LLC Product: PNRI427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2 }
grgﬂgl ilg;ﬂ(l}h Division «  Flumethiin Technieal {(pages 1 -7) Imidacloprid (CAS 138261-41-3)
.0. Bo

Guideline
Refurence
MNumber

Guideline Study Name

MRID Submitter | Status
Number

Report Number

Comments

Nature of residue - plants

N.A,

Mature of resiive - livestock and pouliry N.A

Residue analytical method - plants N.A.

Residue analytical method - animal N.A.

Storage stability N.A,

Magnilude of residues - mmﬂmiﬂdpoultry{eg;;_ N.A.

Magnitude of residue - crop fishd trials N.A.

Magnitude of residue - processed food/feed NA.

Method validation/ multicesidue method N.A,

None Benefits Reports N.A,
None Dietaty Analysis N.A,

$10.3300 ‘Treatments to conirol pests Of humans and peis N.A_ for EF Only
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this eollection of information is estimated to average 0.25 hours per response for registration activities and .025 hours per nesponse

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Divislon (2137), U.S. Environmental Protection Agency, 401 M Street, 5.W., Washington, DC
20460, Do not send the form 1o the address.

DATA MATRIX — CONFIDENTIAL VERSION

Date; November 3, 2010

EFA Reg No./File Symtiok

11556-RLL

Page 8of IR

P.O. Box 3%0

Bayer Health Care, [1LC
Animal Health Division

Shawnese Mission, KS 66201-0350

Product:
-
»
-

PNRIA27 Insecticide
Flumethrin Technical {pages 1 -7)
Imidacloprid Technical (pages 8 -14)
PNR1427 Insecticide (pages 15 - 18}

Engredient: Flumethrin (CAS 69770-45-2 )
Imidaclopnid (CAS 13826]1-41-3¢

Guoideline
Reference
Number

Guideling Study Name

MRID
Number

Submitter

Status Report Number

Comments

Imidacloprid Active Ingredient Specific (Pages 8 — 14)

42055302 264 PER | BR 1759 (TGAD

61-1 Chemical identity 43306001 264 PER | BR 1879 (TGAD
42055302 264 PER | BR 1759 (TGAD

43306001 264 PER | BR 1879 (TGAD

612 Statement of Composition 4227080} 264 PER | BR 1785 (TGAD
61-3 Formation of impurities 42055302 264 PER | BR 1759 (TGAD
42055303 264 PER | BR 1760 (TGAD

43306002 264 PER | BR 1880 (TGAD

62-1 Preliminary analysis 42270802 264 PER | BR 1786 (TGAD
42055303 264 PER | BR 1760 (TGAD

62-2 Certification of limits 43306002 264 PER | BR 1880 (TGAI)
42055303 264 PER | BR 1760 (TGAD

43213001 264 PER | BR 1874 (TGAD

62-3 Analytical method 43306002 264 PER | BR 1880 (TGAJ)
63-1 Chesmical and Physical Properties 42055304 264 PER | BR 1761 (TGAD
632 ‘Appearance 42055304 264 PER | BE 1761 (TGAD
63-3 Physical state 42055304 264 PER | BR 1761 (TGAD
634 Odor 42055304 264 PER | BR 1761 (TGAD
63-5 Melting point 42055304 264 PER | BR 1761 (TGAD
63-6 Boiling point 42055304 264 PER | BR I761{TGAD
63-7 Density 42055304 264 PER | BR 1761 (TGAJ)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.

WASHINGTON, R.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not send the form to the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to ave
for information, inctuding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137}, U.S. Environmenta} Protection Agency, 401 M Street, 3.W., Washington, XC

rage 0,25 bours per response for registration activities and .025 hours per response

DATA MATRIX — CONFERENTIAL VERSION

Dale: November 3, 2010

EPA Reg No./File Symbol:

11556-RLL,

Page 9 of 18

Bayer Health Care, LLC

Animal Health Division

P.0. Box 330

Shawnee Mission, KS 662010390

Product:
L]
L ]
]

PNRU2T Insecticide
Flumethritt Technicat (pages 1 -7)
Imidacloprid Technicat (pages 8 -14)
PNR1427 Insecticide (pages 15 - 18)

Ingredient: Flumethrin (CAS 69770-45-2 )
Imidacloprid (CAS 138261-41-3)

g:;gii:; Guidellne Study Name R!‘lfnl'lger Submitter | Status Report Number Commtents
Number
638 Solubility 42055304 264 PER | BR 1761 (TGAI)
63-9 Vapor pressure 42055304 264 PER BR 1761 (TGAI)
63-10 Digseciation constant N.A. - Does not dissociate
63-11 | Octanol/ water partition 42055304 264 PER BR 1761 (TGAI)
63-12 pH 42055304 264 PER BR 1761 {FGAT}
63-13 Stbility 42055304 264 PER BR 1761 {TGAI}
63-14 Quidizing / reducing action N.A. - No oxidative or reductive characteristics
63-15 Flammability 42055304 264 PER BR 1761 (TGAI)
63-16 Explodability 42055304 264 PER BR 1761 (TGAD)
63-17 Storage stability 42055304 264 PER BR 1761 {TGAD
6318 Viscosity N.A, - Solid
63-19 Miscibility N.A. - Solid
63-20 Corrosion characteristics 42055304 264 PER BR 1761 (TGAD
63-21 Dieleciric breakdown volt N.A.- Solid
4-1 Sliy_miiai of samples _ Sarnples available upon requsst
TWVikdife and Aquatic OTganistis, Sechon 158490
71-1 Acute avian oral - quail/duck
71-2(3) Avian dictary - quail
71-2(b) Avian dietary - duck
71-3 Wild mamema! toxicity
T1-4(a}) Avian reproduction - quail
T1-4(b} Avian reproduction — duck
71-5 Simulated or actual field study N.A.
72-1(s) Fish toxicity - btuegill N.A,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stezet, S.W,
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070-0060
Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registration activities and .025 hours per response

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protcction Agency, 401 M Street, S.W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX — CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg NoJFile Symbol: 11556-RLL Page 100f18

Bayer Health Care, LLC Product: PNRIM427 Insecticide Ingradient: Flumethrin (CAS 69770-45-2 )

ngaﬂl Hgagléh Division »  Flumethrin Technical (pages t -7} Imidacloprid (CAS 138261-41-3)
0. Box

»  Imidacloprid Technical (pages 8 -14)

Shawnee Mission, KS 662010390 s PNRI427 Insecticide (pages 15 - 18)

Guideline Guideline Study Name MRID Submitter | Status Report Number Comments
Reference Number
Number
72-1(b} Fish toxicity bluegill - tep N.A.
72-2(a) Invertebrate toxicity - Daphnia N.A.
T2-2{b} Invertebrate toxicity - Amphipods N.A.
72-2(c) Acule aquatic invertebrate toxicity - Chironomids N.A.
72-3(z) Estuasine / maring toxicity - fish N.A.
72-3(0) Estuarine / marine toxicity - mollusk N.A.
72-3(e} . | Estuasine/marine toxicity - shrimp ] N_A.
72-4(a) Early life stage - fish N.A.
72-4{b) Life cycle inveriebrate N.A.
72-7 Simulated or actual field study N.A.
Nene Foliar half-life and distsibution for potatoes HN.A.
" | Runoff and Erosion predictions for
None apple/potato/colton N.A.
None Risk assessmert for apple/potato/cotton N.A,
58340 e
gl-1 Acule oral toxicity rat 42055331 264 PER Report No. 100040 (TGAY)
81-2 Acute dermal toxicity, rat/rabbit 42055332 264 PER Report No, 180041 (TGAD)
42055333 264 PER Report No. 99806 (TGAD
§1-3 Acuee inhalation toxicity, rat 42286101 264 PER Report No. 99806-1 (TGATD
814 Primary eye immitatfon - rabbit 42055334 264 PER Report No. 99679 (TGAD
§1.5 Primary dermal irritation ~ rabbit 42055335 264 PER Report No, 99804 (TGAD
81-6 Dermal sensitization - guinea pig 42055336 264 PER Report No. 99800 {TGATD)

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 110310.doc

. 105



UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
401 M Streel, 5.W.,

WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

20460. Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated fo average 0.25 hours per response for registration activities and 025 hours per response
for infotation, including suggestions for reducing the burden to: Direclor, OPPE Information Maragement Division (2137), U.8. Environmental Protection Agency, 401 M Street, S.W., Washingion, DC

DATA MATREX — CONFIDENTIAL YERSION

Date: November 3, 2010

EPA Reg NoJFlle Symbok: 11556-RLL

Page #1of 18

Bayer Health Care, LLC
Animal Health Division
P.0. Box 390

Shawnee Mission, KS 66201-0360

Product:
»
»
-

PNRI427 Insecticide
Flumethzin Technical (pages [ -7)
Imidacloprid Fechnical (pages § -14)
PNR1427 insecticide {pages 15 - [8)

Ingredient: Flumethsin (CAS §9770-45-2 )
Imidacloprid {CAS 138261-41.3}

ggxﬂi Guideline Study Name rﬁnl?er Submitter | Sttus  ["Renort Number Comments
Number
43170301 264 PER Report No. 106348
43285801 264 PER Report No. 106348-1
81-8(SS) Actte neurotoxicity 42710301 264 PER Report No. 103979
82-1(a) 90-day feeding - rodent 42256327 264 PER Report No. 100036
82-1(b) 90-day feeding - non-rodeni 42256328 264 PER | Report No. 100176
42756329 264 PER Report No. 100688
82-2 21-day dermal - rabbitfrat 43024009 264 PER Report No. M-357205
82-5(b} 90 day neurotoxicicy - mammal 43286401 264 PER | ReportNo. 106356
42256331 264 PER Report No. 100652
42256332 264 PER Report No. 101931
42256313 264 PER Report No. 102658
83-1(a} Chronic feeding toxicity - rodent 42256334 264 PFR Report No. 99672
83-1{b} Chronic feeding toxicity -non-rodent 42273002 264 PER Report No. 100015
42256331 264 PER Repori No. 100652
42256332 264 PER Report No. 101931
42256333 264 PER Report No. 102658
83-2(a) Oncogenicity - cat 42256334 264 PER Report No. 99672
: 42256333 264 PER Repoct No. t00693
42256336 264 PER Report No. 101929
83-2(h) Oncogenicity - mouse 42256337 264 PER Report No. 99508
83-3(a) Devclopmenlal toxieity - rat 42256338 264 PER Report No. 98571
83-3(b} Developmental toxicity - robbit 42256339 264 PER Report No. 8572
834 Two generation reproduction - rat 42256340 264 PER Report No. 100647
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Srerepr, S.W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the form 1o the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for regisiration activities and .025 hours per response
for information, including supgestions for reducing the burden to: Director, OPPE Informalion Management Division {2137), U.S. Enviroamental Protection Agency, 401 M Steet, $.W., Washington, DC

DATA MATRIX — CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Reg No/File Symbol: 11356-RL1,

Page 120of I8

Bayer Health Cave, L1LC
Animal Health Division
P.O.Box 390

Shawnee Mission, KS 66201-0390

Product: PNRI427 Iusectivide
*  Flumethnn Technical (pages 1 -7)
»  Imidacioprid Technical {pages 8 -14)
*  PNR1427 Insecticide {pages 15— 18}

Ingredient: Flumethrin (CAS 69770-45-2 )
Imidacipprid (CAS 138261-41-3)

ggg;n; Guideline Study Name giifnl;boer Submitter | Status Report Number Comments
Number
42256341 264 PER Report No. 101276
42256342 264 PER Report No, 98584
84-2(2) .| Gene mutation {ames tesi} 42256343 264 PER Report No. 98570
42256344 264 PER Report No. 1060021
42256345 264 PER Repori No. 99262
42256346 264 PER Report No. 99257
42256347 264 PER Report No, 102652
42256348 264 PER Report No., 102654
84-2(b) Structurs] chromosomal aherration 42256349 264 PER Report No. 102655
42256350 264 PER Report No. 99676
422563351 264 PER Report No, 101275
42256352 264 PER Repost No. 98573
84-4 Other genotoxic effects 42256353 264 PER Report No. 102653
42256354 264 PER Report No. 101999
42256355 264 PER Report No. 87264
42256356 264 PER Report No. 87265
85-1 General metabolism 42256357 264 PER Report No. 102617
N.A. for EP Only
8707200
{86-1) Domestic Animal Safery
95.¢ Efficacy N.A. for EP Only
sction 158,540
1222 Agualic plant growth
123-2 Aquatic plant growth
141-1 Honey bee acule contact
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C, 20460 Form

Approved OMB No, 2070-0060

20460, Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0,25 hours per msponse for registration activities and .025 hours per nssponse
for information, including suggestions for neducing the burden to: Director, OPPE Information Management Division (2137}, U.8. Envircamental Protection Agency, 401 M Street, $.W., Washington, DC

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Reg NoJFile Symbel;  11556-RLL

Page 130f 18

Bayer Health Cace, LLC Product; PNRI427 Insecticide Ingredient: Flumethrin {CAS 69770-45-2)
Animal Healtk Division o  Flumethnn Technical {pages 1 -7} Imidacloprid (CAS 138261-4]1-3)
P.O. Box 35!0 o Imidacloprid Technical {pages 8 -14)
Shawnse Mission, KS 6620t-0390 . PNR 1427 Insecticide (pages 15 - 18)
Guideline Guideline Study Name MRID Submitter
Reference Number Report Number Comments
Number
1412 I Honey bee residue on foliage | | | { NA.

[ 43256386 %64 Report No, 94273
230-236 | Mixes/loades/applicator exposure 43790701 11556 Repost No. 106743
“Envirohmenta) Fate,

161-1 Hydrolysis
1612 Photodegradation - water
161-3 Photodegradation - seil
162-1 Acrobic scit metabolism
1622 Anerobic 501l metabolism
1623 Anserobic aguatic metabolism
163-1 kcaching! adsorptionfdesorption
164-1 Terresirial field dissipation

Confined rotationat crop

Field rgtationat crop

Grounxi water - small prospective

Environmental fate summary

"Nature of residue - p]ﬁnis

171-4(b} Nature of residue - livestock and pocliry
1714(c) Residue analytical method - plants

171-4{d) Residue snalyticat method - animal

171-4(e} Storage stabilily

171-4(j}) Magnitude of residues - mea:!mﬂ}dpou]lryfe_g_g
171-4(k} Magnitude of residue - crop ficld trals
171-4(1)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, SW.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20450. Do not seed the form to the address,

Paperwork Reduetion Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registration actvities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), 1.5, Environmental Protection Agency, 401 M Street, S.W., Washington, DC

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Reg NoJFile Symbol: 11556-REL

Page 14 0of 18

Bayer Heallh Care, L1.C
Animal Heslth Division
P.O. Box 380

Shawnees Mission, KS 66201-0390

Product:
L]
»
»

PNRI427 Tusecticide
Flumethrin Techaical (pages 1 -7}
[midacloprid Technica) (pages 8 -14)
PNR1427 Insecticide (pages 15- 18)

Ingredient: Flumethrin (CAS 69770-45-2 )
Imidacloprid (CAS 138261-41-3)

Guideline Guideline Study Name MRID Submitter | Status
Reference Nurnher Rcport Number Comments
Number
Magnitude of resiale - processed roud/iced
{71-4(n) Method validation/ multiresidue method N.A.
None Benefits Reports N.A.
None Bietary Analysis N.A.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20450 Form
Approved OMB No. 2070-0060

Paperwork Reducticn Act Notice: The public reporting burden for this coliection of information is estimated to average (.25 hours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE laformation Management Division (2137), U.S. Eavironmental Protaction Agency, 401 M Street, 5.W., Washington, DC
20460. Do not send the form o the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2000 11556-R1L

EPA Reg NoJFile Symbol:

| Page 150118

P.0. Box 390

Bayer Health Care, LLC
Animal Health Division

Shawnee Mission, K§ 66201-0390

Prodect: PNR1427 Insecticide
+  Flumethrin Technical (pages 1-7)
*  Imidacloprid Technical {pages 8 -14)

e PNRI1427 Insecticide (pages 15— 18)

Ingredient: Flumethrn (CAS 69770-45-2 )
Imidacloprid ({CAS 138261-41-3)

Guidellne Guideline Study Name MRID Submitter | Status Report Number Comments
Reference Number
Number
PNR 1427 Insecticide End-Use Product Specific (Pages 15~ 18)
830.1550 | Product identity and Composition 48240101 11556 | OWN | 33752
830.1600 Description of matcrials used to produce the 33752
product 48240101 11556 OWN
330.1620 Description of production process 43240101 11556 OWN 33752
£30.1650 Description of formulation process 45240101 11556 OWN 33752
8301670 Discussion on formation of impurities 43240101 11556 OWN 33752
8301700 Prebminary analysis N.A, TGA)] Only
830.1750 Certified of limits 48240101 11556 OWN | 33752
830.1800 Enforcement method 43240101 11536 OWN 33752
$30.1500 Submittal of samples Samples available upon request
£30.6302 Color 48240101 11556 OWN 33752
830.6303 Physical state 48240101 11555 OWN 33752
830.6304 OGdor 48240101 11556 OWN 33752
$30.6313 Stability N.A. ~ TGAI Only
3306314 Oxidizing / reducing action N.A.—~EP not contain an oxidizing or reducing agent
830.6315 Flammability N.R. — This product is not considered a combustible
liquid, because the elosed up flashpoint for all the
ingredients is > 199°F.
N.R. — This produet does not contain any explosive
830.6316 Explodability ingredients.
230.6317 Storage stability Pending_; Available 3/31/2011
8306319 Miscibility N.R. - This product is not an emulsihiable type

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 11031 0.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The publle reporting burden for this collection of information is estimated to average .25 hours per responsz for registration activitias and .025 hours per response

for information, including suggestions for reducing Ihe burden to; Director, OPPE Information Management Division (237), U.5. Environmenta] Protection Agency, 401 M Street, 5.W., Washington, DC
20460. Do rot send the form Lo the addmess.

DATA MATRIX - CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg No./File Symbol; 11556-RLL Page 16 of 18

Bayer Health Car‘e..l:LJC Product: PNRI427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2)

ét(:;mBal nghm Division +  Flumethrin Technical (pages 1 -7} Imidacloprid (CAS 138261-41-3)
.0, Box

s Imidacloprid Technical (pages 8 -t4)

Shawnee Mission, KS 66201-03%0 s PNR1427 Insecticide (pages 15 ~ 18)

Guidelipe Guideline Study Name MRID Submitter | Status Report Namber Comments

Reference Number

Number
8306320 Corrasion characteristics Pending; Available 3/31/2011
830.6321 Dieleclric breakdown volt N.A. — Not mtended use around electrical equipment

: N.A. — product not soluble in water and therefore pH
8307000 pH not requited.
830.7050 UV/Visible absorption N.A. - TGAI Only
N.A. ~This product is a solid and viscosity is not
830.7100 Viscosity applicable.
$30.7200 Melting point N.A.~TGAL Only
830.7220 Boiling point N.A, - TGAI Only
830.7300 Density, hulk-density, or specific gravity
830.7370 Dissociation constant in water N.A. — TGAI Only
830.7520 Particke size, fiber lenpth, and diameter distribution N.A. — Nonfiberous product
£30.7550
830.7560 Partition coefficient (n-oclanolfwaler) N.A.— TGAl Only
Sl 830.7570
830.7840
830.7860 Water solubility NLA. -~ TGAI Only
830.7950 Vapor pressure N.A.—=TGAI Only
; /s Section 158.5

870.1100 Acute oral toxicity - rat 43240102 11556 OWN | 33854 Waiver request
870.1200 Acute dermal toxicity 48240103 11556 OWN | 33855 Waiver request
870.1300 Acute inhalation toxicity - rat 48240104 11556 OWN 33856 Wai ver request
870.2400 Primary eye irrilation — rabblt 48240105 11556 OWN | 33857 Waiver request
870.2500 Primary dermal irritation 48240106 11556 OWN 33749
870.2600 Dermal sensitization 48240107 11356 OWN 33750
B870.6100 Delayed neurctoxicity (acute) - hen N.R.— Not an organophosphate

BAH CONFIDENTIAL Data matrix  PNR1427 Flu-lmi-EP 1103 t0.doc
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UNITED STATES ENVIRONMENTAL FROTECTION AGENCY
401 M Strect, 3.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice; The public reéporting busden for this collection of information is estimated to average 0.25 hours per response for registration activities and 025 hours per response

for information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), [L.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC
20460, Do not send the form o the addsess.

DATA MATREX - CONFIDENTIAL VERSION

Date: November 3, 2010

EPA Reg No./File Symbuol:

11556-RLL

Page 17 0f 18

P.O. Box 390

Bayer Health Care, LLC
Animal Health Division

Shawnee Mission, KS 66201-0390

Product;
L ]
-
L ]

PNRI427 Insecticide

Flumethrin ‘Fechnical (pages § -7)
Imidacloprid Technical (pages 8 -14)
PNR1427 Insecticide (pages t5— 18}

Ingredient: Flumethrin {CAS 69770-45-2 )
Imidacloprid (CAS 13826t-41-3)

g:;'geé:‘n; Guidebne Study Name gfm[bner Submitter | Status Report Number Comments
Number
870.6200 Acule neurotoxicity - rat N.R. — Not an organophosphate
870,3100 90-day oral - rodent N.R.
§70.3200 21-day dermal - rabbit/rat N.R. - Non-food use
870.3250 90-day dermal M.R. —Collar not affect uptake
§70.7200 Companion anunal safety 48240108 11556 OWN 33800 Adult cat safety study
48240108 11556 OWN 33826 Amendment to adult cat study 33800
48240109 11556 OWN | 33805 Adult dog safety study
48240110 11556 OWN 33806 Puppy safety study
48240111 11556 OWN 33824 Kitten safcty study
48240112 11556 OWN | 33822 Reflector stody (puppy)
48240113 11556 OWN 33823 Reflector study (kitter}
48240114 11556 35986 Reflector study {adult cat)
48240115 11556 35637 Reflector Study (adult dog)

810.3300 Treatments to control pasts of humans and pets
48240116 11556 OWN 33801 Fleas and ticks (dogs)
48240117 11556 OWN 33802 Fleas and ticks {cats)
Efficacy with bathing and water immersion against
48240118 11556 OWN 33803 ticks and fleas
48240119 11556 OWN | 35630 Fieas and ticks (Ixodes ricinis] (cats)
Adult and larvacidal flea control; repetlency and tick
48240120 11556 OWN 35631 control (dogs)
48240121 11556 OWN 35635 Adult and farvacidat fleas, ticks stady {cats)
48240122 11556 OWN 35644 Figld studies — fleas and ficks {cats)
48240123 11556 OWN | 35645 Field studies— fleas and ticks (dogs)

BAH CONFIDENTIAL Data mairix PNR 1427 Flu-1mi-EP 110310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Steeet, S W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0,25 hours per response for registration activities and .025 hours per response
for information, including supgestions for reducing the burden to: Director, OPPE Information Managemenit Division {2137), U.S. Envirenmental Protection Agency, 401 M Sweet, 5.W., Washington, DC
20460. Do not send the fosm Lo the address.

DATA MATREX ~ CONFIDENTIAL VERSION

Date: November 3, 2010 EPA Reg NoJ/File Symbol: 11556-RLL Page 180of 18
Bayer Health Care, LLC Product: PNRI1427 Iivecticide Ingredient: Flumethrin {CAS 69770-45-2 )
Animat Health Division *  Flumethrin Technical (pages 1 -7) Imidacloprid (CAS 138261-41-3)
P.O. Box 380 s Imldacloprid Technica {pages 8 ~14)
Shawnee Mission, KS 66201-03%0 +  PHNRI427 Insccticide {pages 15~ 18)
Guideline Guldeline Study Name MRID Submitter | Status Report Number Comments
Reference Number
Number
Treatments to contsol pests of pets (cont’d) 48240124 11556 OWN 32980 Speed of kill for fleas (cals)
48240125 11556 OWN | 35087 Speed of kill for fleas (dogs)
48240126 11556 OWN | 33464 Ixodes Bridging study
48240127 11556 QOWN 35981 Ticks [Ixodes ricinis] {cals)
48240128 11556 OWN | 35979 Ticks [Ixodes ricinis] {dogs)
48240129 11556 OWN 35982 Repellency and conirol of ticks {dogs)
48240130 11556 OWN 33467 Juvenile Ticks
48240131 11556 OWN 33694 Lice (Trichodectes canis)
48240132 11556 OWN 33691 Sarcoptic mange
48240133 11556 OWN 36172 Hair clipping study ~ Repellency and efficacy
48240134 11556 OWN 15962 Hair clipping study
48240135 11556 OWN | 35642 Serum and haircoal kinetics in cals
48240136 11556 OWN 35643 Serum and haircoat kinetics in dogs
48240137 11556 OWN | 15749 Advamage Efficacy againsi C. canis
Benefits Document (In the Public Interest) 48240138 OWN
None ORE Risk Assessment 48240139 11556 OWN | 33861
None Release Rate Compilation 48240140 1155 | OWN | 35992
None Soluple Surface Content of Coflar 48240141 11556 own | 35118
Douglas A, Spilker
| Signanure Manager, EPA Regulatory Affairs § Nav. Lolo

BAH CONFIDENTIAL Data matrix PNR1427 Flu-lmi-EP 110310.doc
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\ 25;1\&% 11556 RLL
&csw[o_m o

Memorandum

Date: 0% /&4 /1

To: PM 10 , Regulatory Manager

From: Information Services Branch, ITRMD

Your receipt of this data submission 1s not an
indication that MRIDs for the enclosed studies have
been posted to OPPIN.

We expect that it will be approximately 5 days
from the above date before the study-level data is
available in OPPIN.

If you have any questions about this process,
please contact Teresa Downs (305-5363).

This 1s a: V' fully accepted submission
[J partially accepted submission
[J rejected submission
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTOMN, DT 204680

AGERS

J’;q . gd{g
¢ paoit August 22, 2011 OFFICE OF CHEMICAL 3AFETY

AHD POLLUTION PREVEMTIGH

b5

BAYER HEALTHCARE LLC
PO.BOX: 390
SHAWNEE MISSION, KS 66201-0390

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 18-AUG-11. Qur staff has completed a preliminary analysis
of the material. The results are provided as follows:

Your submittal was found to be in full compliance with the standards for submission of data
contained inn PR Notice 86-5. A copy of your bibliography is enclosed, annotated with Master
Record ID's {MRIDs) assigned to each document submitted. Please use these numbers in all future
references to these documents. Thank you for your cooperation. If you have any questions
concerning this data submission, please raise them with the cognizant Product Manager, to whom
the data have been released.
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Viu Federal Express

September 20, 2010

U.S. Bank

Government Lockbox 979074
1005 Convention Plaza
SL-MO-C2-GL

St. Louis, MQ 63197

(314) 418-4990
Bayer HeatthCare LILC

Apirnal Health
P.O. Box 380

Subject: U.S. Environmental Protection Agency Shawnee Mission, KS 66201-0390
PRIA Registration Service Fee - New Active Ingredient
R110: Nonfood Use; Indoor
Bayer Product: Fiwmethrin Technical
Bayer Company No. 11556

Dear Sir or Madam;

Piease find enclosed the appropriate PRIA Service fee for the subject
application for registration of Flumethrin Technical (Bayer Reg. No.
11556-XXX) and the respective end-use product PNRI427 Insecticide
being submitted to the appropriate address at the Environmental Protection
Agency in Washington D.C.

I{ you have any questions, please do not hesitate to call (913-268-2751).

Sincergdy,

Douglad A. Spilker. P%JZL

Manager, EPA Regulatory Affairs
Doug. Spilker.b@Baver.com

Enciosure: Check Na. 2000542090 ($209,475.00)
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21-Day Screen Completed by
Contractor

21-Day Expires on /0 ~/5-/0

Jacket # /1266 - K/(
MRID# 452%o0!

Content S@E’@n: Recommended to

86-5 Review: Failed/NA

Transter This Jacket to:

TevHe  oHA bl

m-13
S
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PRIA 2 — 21 Day Content Screen Review Worksheet

(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: 9-2¢-,0
Experts In-Processing Signature: %7/ LhanswteZorv Date 7-2%-70 FeePaid: Yes
Division management contacted on issues  No Yes Date
EPA Reg. Number: )| & ¢ () - pLL EPA Receipt Date: 9 -2 Y -/0
Items for Review Yes | No | N/A*
1 Application Form (EPA Form 8570-1)(link to form) signed & complete
including package type X
Confidential Statement of Formula all boxes completed, form signed, and X
5 dated (EPA Form 8570-4) (Link to form)
a) Al inerts (link to http://www.epa.gov/opprd001/inerts/), yes no
including fragrances, approved for the proposed uses (see
Footnote A)
7
3 Certification with Respect te Citation of Data (EPA Form 8570-34) (Link to
form) completed and signed (N/A if 100% repack) X

Certificate and data matrix consistent

X

If applicant is relying on data that are compensable, s the offer yes | ne

to pay statement included. (see Footnote B)

If applicable, is there a letter of Authorization for exclusive use only.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to form)
4 | completed and signed (N/A if source is unregistered or applicant owns the
technical)

Data Matrix (EPA Form 8570-35) (Link to form) both internal and external
copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100%

repack)
5 yes | no
a) Selective Method (Fee category experts use) X
b) Cite-All (Fee category experts use)
c) Applicant owns all data (Fee category experts use)
5 Copies of Label (link to http://www.epa.gov/eppicadl/labeling/lrm/)
6 | (Electronic labels on CD are encouraged and guidance is available)( link to X
http:/iwww epa.gov/pesticides/regulating/registering/submissions/index. htm#labels
)

N~ 119



Is the data package consistent with PR Notice 86-5 (link to PRN 86-5)

Notice of Filing (link to

hitp://www.epa.gov/pesticides/regulating/tolerance petitions.htm} included
with petitions (link to
http://www.epa.gov/pesticides/regulating/tolerances.htm)

I applicable for conventional applications, reduced risk rationale (link to
http://www.epa.gov/opprd001/werkplan/reducedrisk.html)

10

Required Data (link to
hitp://www.epa.gov/pesticides/regulating/data_regquirements.htm) and/or
data waivers. See Footnote C.

XXy

a) List study (or studies) not included with application
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Comments:

LEASTRENTT  NOTIFIED oF  $6-5 pefiafrcifs | & (oerdcTED
TREM  FRICE TD CoSE of RKINESS on fo/5,/i£‘). AL
STODIES,  pow) PAS  g6-C  RENIEL, /

£ 1005110

wireiny UEZ Yol

* N/A — Not Applicable

Footnotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances, are approved for the proposed uses. If an
upapproved inert is identified, the applicant must either 1) resolve the inert issue by, for
example, removing the inert, substituting it with an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3)
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and may require submission of data. All information, forms. data and
documentation resolving the inert issue must have been received by the Agency or the
application withdrawn within the 21 dav period, otherwise. the Agency will reject the
application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a product is currently registered by consulting the inert Web

3
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site [link to http://www.epa.gov/opprd001/inerts/lists. html} and if the inert is not
approved, to obtain the necessary inert approval prior fo submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site.
Simple typographical errors in the name or CAS number have resulted in processing
delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch I1AB) at inertsbranch@epa.gov and resolve the issue. Copies of the
correspondence with ITAB resolving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted
for any questions on what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch [Link to
bitp://www.epa.gov/oppbppdl/biopesticides/contacts_bppd.htm).

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information [link to http.//www.epa.gov/opprd001/inerts/tips.pdf] must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance) must be identified. 1n some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients in a proprietary blend (including fragrances)
cannot or are not identified or provided within the 21-day content review period, the
Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CS¥Es

All applications except conventional new products and PIPs

Once an unapproved inert is identified on a CSF, the Agency will contact the
applicant with the following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
mimber, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacmg it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommodate
the inert review/approval process;

4
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3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified.

Conventicnal New Product Applications

When the Registration Division identifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. (This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee

category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

PIP Applicaticns

When the Blopesticide and Pollution Prevention Division identifies an
unapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following
options:

1. Correct the application by, for instance, correcting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been
approved; or '

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If an inert ingredient tolerance exemption petition is
required, the petition must be received by the Agency and the B903 fee paid
within the 21 day period. Ifthis option is selected and implemented, the
Agency will discuss harmonizing the timeframe for both actions.

J



3. Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of

the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical} new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed into either R301 or
A531. The Agency recommends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers

prior to submitting their application to the Agency. Documentation of such discussions
should be submitted with the study waiver.
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SO e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

é” B WASHINGTON, D.C, 20460
z
% S
g an‘"c'«
September 28, 2010
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-440307

EPA File Symbol or Registration Number: 11556-RLL
Product Name: PNR1427 INSECTICIDE

EPA Receipt Date: 24-Sep-2010

EPA Company Number: 11556

Company Name: BAYER HEALTHCARE LLC

DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, K§ 66201-0390

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your application and certification of
payment. I you submitted data with this application, the results of the PRN-86-3 screen will be
cornmunicated separately. During the administrative screen, the Office of Pesticide Programs

has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act.

The Action has been identified as Action Code: R110.0
NEW ALNON-FOOD USE;INDOOR;
No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703} 308-9362.

Sincerely,
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[Fee for Service [882827F~
r This package includes the following for Division
® New Registration ©AD
© Amendment “BPPD
®*RD
Stuc}ies? UFee Waiver?
: Risk Mgr. 13
Uvolpay % Reduction:
Receipt No. S-| 882827
EPA File Symbol/Reg. No. | 11556-RLL
Pin-Punch Date: 9/24/2010

7 This item is NOT subject to FFS action.

Inert Cleared for Intended Use

Reviewer: QW/

TN

‘—A"CﬁUrrCUG‘e‘:—‘“’(Vlsarent/bhild Decisions:
Requested: /?//0 ~
Granted: | x°//0., p S&Fd 75 ) /558 ~ﬁ|?é.él
Amount Due: $_— O —

Uncleared Inert in Product

Date: ?/ ‘77’6 /o

Remarks:
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Prird Letter

Enter kore information

Tracking

ppiication for registration of % new end-use product containing 2
ew active ingredients imidecloprid Technical and & new Al -
lmethrin Technical
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_ Pr_int F_orm ]

Pesze road !mfwm on revarzs befors 3 _?'cd’m form. Form Approw IMEB No, 2070-0060

o United Stotos X | Registration | OPF ldentifiar Numbor
f’EPA Environmental Protection Agency Amendment

Washingtan, DC 20460 Othar
Application for Pesticide - Section |

1. Compony/Product Rumber 2. EPA Product Manager 3. Proposed Claesification
11556-XXX Richard Gebken
4, Company/Product {Nema} PME Nane l:l Restricted

PNR1427 Insecticide 10
5. Neme and Address of Appticant finclude ZIP Code} §. Expedited Review. [n accordance with FIFRA Section 3{c)(3)

Bayer HealthCare LLC, Animal Health Division Ibiti). my product is similar or identical in composition and labeling

P.0.Boc 350 toe

Shawnee Mission, K5 6620}-0390 EPA Reg. No.

D Check if this is a new address Product Name L
Section - I
D Armeandment - Explain below. Final printed lobels in reaponse 1o
Agency letter deted

D Rasubtlzeion In responae to Agency letterdated v e D "Me Too™ Application.

D Notification - Explain below. D Other - Explain below.

Explanation: Use additionsl pagefz! If necessery. [For section | and Section iL!

Application for registration of a new end-use product, containing 2 active ingredients - Imidacloprid Technical (EPA Reg. No. 264-755)
and a new Al - Flumethrin Technical {CAS No. 69770-45-2). The application for registration of Flumethrin Technical is being submitted

concurrently with this end-use application. No PRIA fee required (see attachment).

Section - Hi

1. Materal This Product Will Be Peckaged In:
Child-Resistent Packaging | Unit Packaging Woter Soluble Packaging 2. Type of Contsiner

. Yoz~ . Yos - Yeos X :::.:jlc
No No No Gloss

;acmn must 'Lllr:g?':ckaging wot, E:r;t‘;?:m gacrc:sgn wgt Egﬁt‘;?;er = ic’)::::' {Specify}
3. Location of Net Contents Information 4, Sizels} Rotail Container : 5. Locetion of Latisl Directione
Lebel D Containar 0.44/1.6 oz I gg gzing accompanying proeduct
6. Mennar in Which Label is Affixed to Product e lgi;!;:gwsgzd D Other
tencile

Section - IV

1. Contect Point fComplete itemns directly below for identification of individual to be cantacted, if necsssory, 1o process this appicstion.}

Telephona Ne. {incidde Areo Codel

Narmne Tite .
Doug|as A, Spi"{er’ Ph.D. Manager, EPA REQ. Affairs (91 3} 263"2?51 vs

)

Certification A T2 Detg'&Agp;ﬁcaﬁon
I cartify that the steternents | have made on this form and all attachments thereto ars trus, aceurate snd complets. Rfﬁt“’g‘i
| acknowledge that any knowlngly falsa or misleading £tatarnent may be punisheble by fins or imprisonmant o1, | |, , ;IS%gm‘pedl
both unda; applicshle law. ;
z2F &
2. Slgnature . 3. Title A s s
4%’%_ Manager, EPA Regulatory Affairs Lo ;
* PSR . R
o PR3 R R &
4. Typed Neme v 5. Dats :
. - P xR E .
Douglas A. Spilker, Ph.D. 23 4‘/7» 25/ S
EPA Form B570-1 IRev. 6-34} Provious editions are obsolete. Whits - EPA Fila Copy loriginall Yallow - Applle?gnpv

Page 1 of 17 pages



Bay _ialthare LILC, Animal Heaith Division
September 23, 2010

Application for Pesticide Registration {(Continued) -
PNR1427 Insecticide, EPA Reg. No. 11556-XXX

Application Organization Page

Application for registration (Form 8570-1) 1
A. | PRIA Determination 2
B. | Introduction 2
C. | Product Profile 3
D. | Product Chemistry 6
E. | Acute Toxicity 7
E. | Efficacy 8
G. | Companion Animal Safety 12
H. | Occupational/Residential Exposure 14
I. | Label Development 15
J. | Ecological Effects 16
K. | Discussion of Other Requirements 16
L. | Benefits/Public Interest 16
M. | Data Compensation 16
N. | List of Attachments & Attachments 1 -7 17 -

With this application, the enclosed data and labeling, Bayer HealthCare L.LC, Animal Health
Division (BAH) is requesting the registration of a new end-use product, PNRI1427 Insecticide,
containing two active ingredients — the currently registered Imidacloprid Technical (EPA Reg.
No. 264-755; CAS No. 138261-41-3) and a new active ingredient flumethrin (CAS No. 69770-
45-2). The application for registration of Flumethrin Technical is being submitted concurrently
with this end-use application for registration. The “specific use pattern” on domestic animals,
according to the Pesticide Use Index, is determined to be Group Number 99 “Indoor ~ Non-
Food.” Several pre-registration meetings and/or teleconferences to discuss this registration action
and the specific 40 CFR Part 158 requirements were held with the Agency, and will be
referenced in the respective sections of this overview, and copies of referenced documents

enclosed.

A, PRIA 2 DETERMINATION

The proposed PNRI427 Insecticide is being submitted as a formulated end-use product
simultaneously with the application for registration of the new active ingredient — flumethrin
technical active ingredient under the action code R110: “Nonfood use; Indoor.” As described in
the PRIA Decision Tree “All indoor non-food uses included in the application are covered by the
base fee for the application in this category if submitted simultaneously.” Therefore, since, this
application for the end-use product, PNRI427 Insecticide is being submitted simultaneously v?*ith
the technical product application, there should be no additional PRIA fee for this apphcatlcm B

E

B. INTRODUCTION _ Lo L
The imidacloprid/flumethrin collar is a new pesticide product combmmg two dctive mgrecfher%

10% imidacloprid and 4.5% flumethrin in a pet collar formulation. It is intended for f.hé
prevention and treatment of ectoparasites of cats and dogs. The proposed ectopafssiticide ¢laims
include the control and treatment of ticks: American dog ticks (Dermacentor vanamhs) B{ack-
legged (deer} ticks (Ixodes scapularis), Brown dog ticks (Rhipicephalus sanguineus), andzLone

Page 2 of 17 Pages



Bay -althCare LLC, Animal Health Division
September 23, 2010

Star ticks (Amblyomma americanum). The label also includes claims for prevention and
treatment of fleas (Crenocephalides felis, C. canis, and Pulex irritans) on cats and dogs, and lice
on dogs (Trichodectes canis) and for use in the treatment of Sarcoptic mange on cats and dogs.
Addittonally, data included in the field studies showed if to be effective against several European
tick species, including Ixodes ricinus. All of the aforementioned pests are considered public
health pests by the Agency, so efficacy data supporting these claims are enclosed with this
application.

The active ingredients are released constantly from the collar in very small amounts and remain
on the animal’s skin and hair coat throughout an 8-month treatment period.

Two different sizes of collars have been developed. A small one (38 cm long, 12.5g/0.44 oz.) is
for use on cats as well as for small dogs up to 18 Ibs. (8 kg) body weight. A large collar (70 cm
long, 45g/1.6 oz.) of the same formulation is for use on dogs above 18 1bs. (8 kg) body weight.
The collar is fastened once around the animal’s neck. Any excess length extending beyond an
inch (2 cm} is directed fo be cut off. After application of the collar, three optional reflector clips
(contained in a separate pouch) may be fixed permanently to the collar fo increase the pet’s
visibility in the dark.

In the United States, lmldacloprld is an established insecticide and is registered by the
Environmental Protection Agency in the spot-on products Advantage Topical Solution and
Advantage 1I for dogs and cats since 1996 and 2010, respectively. It is also used in the EPA-
registered combination spot-on products with permethrin for use on dogs (K9 Advantix® and K9
Advantix 1I).

Flumethrin, the proposed acaricidal compound in the formulated preduct, is being submitted
simultaneously with this application for registration as a new active ingredient by the
Environmental Protection Agency. Flumethrin active ingredient is authorized in the European
Union since 1986 and is used for companion and food producing animals (cats, dogs, cattle,
sheep, goats, horses, ancl bees). Flumethrin containing products authorized i Europe are
Bayticol® EC, Bayticol® Pour-on, Bayvarol® Strips and Kiltix® collar.

Bayer has worked to combine the excellent efficacy of mmidacloprid for flea treatment and
control, with flumethrin for tick prevention into an easy to administer, single administration per
ectoparasitic season, low exposure, topical product with excellent pet tolerance.

C. PRODUCT PROFILE - Imidacloprid 10%/flumethrin 4.5% collar
Product: PNR1427 Insecticide
Active Ingredients: Imidacloprid, flumethrin

Form: Pet collar N
Strengths: 10% imidacloprid, 4.5% flumethrin . ’3
Presentation: Package containing 1 collar packed into a pouch made cfa] 1am1nateﬁ 2
_ PETP/ PE foil with a separate pouch containing 3 refiec fOr8. .
Package Size: Two different collar sizes: SRS

Small: 38 cm for cats, and dogs < 18 1bs. (8kg)
Large: 70 cm dogs > 18 1bs. (8kg)

Target Species: Cats, Dogs o baasds
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Imidacloprid — active ingredient

Chemical structure _
INN Name Imidacloprid CASNo.  1138261-41-3
TUPAC Names 1-{6-Chloro-3-pyridylmethyl)-N-nitro-imidazolidin-2-
ylideneamine
Laboratory Codes NTN 33893, Bay T 7391, Confidor
Molecular Formula CoH1gCIN5O,
Structural Formula
= | N _NH
N e
Cl N N\
NO,
Relative molecular mass: 255.7 g/mol
Classification Ectoparasiticide; Agonist at the nicotinergic acetycholine
receptor

The function of imidacloprid in the present formulation for cats and dogs is as an
ectoparasiticide, especially fleas. Following application of the product (collar), imidacloprid
remains on the outer surface of the animal’s skin and fur enabling it to come into contact with the
targeted parasites and kill them. Imidacloprid interacts with the nicotinic acetylcholine receptors
{nAChRs) on the post-synaptic membrane.

Flumethrin - active ingredient

Chemical structure _
INN Name Flumethrin CAS No. 69770-45-2
TUPAC Names (x)a-cyano-4-fluoro-3-phenoxybenzyl-3([3,4-dichlorostyryl)-
2,2-dimethylcycloproprane carboxylate
Laboratory Codes/Synonyms : Flumethrine; FLU; PNR1427; Bayticol P; Bayticol P techn.;
Bayticol P active ingredient; Bayticol P Wirkstoff; BAY Vg
1950
Empirical Formula Cy3Hiyy CLLFENO;
Structural Formula Ci
- O
C 0 :
H,C C3'|30 N jzzzsi gres
Relative molecular mass: 510.4 g/mol S s
Classification Ectoparasiticide; synthetic pyrethroid of the o ~éyano group 1,
(Type II}
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Flumethrin is an a-cyano (type II)-pyrethroid which has been registered since 1986 in the EU for
on animal use.

As the compound class is very well described and known, only a short summary for this specific
compound is given: Like all o-cyano or type II pyrethroids, flumethrin acts at the sodium
channels of nerves, causing the channels to remain open for longer, thus extending the period of
sodium influx. This results in repeated, shorter or longer phases of nerve impulses being emitted.
A secondary effect is the release of neurotransmitters, such as GABA, acetylcholine and
dopamine.

Imidacloprid and flumethrin formulated as a 10%: 4.5% collar

Characteristics of the end-use product form

The imidacloprid/flumethrin collar is a grey (alternate colors — red or yellow), odorless collar
containing 10% (w/w) imidacloprid and 4.5% (w/w) flumethrin for fastening around the neck of
cats and dogs. The collar provides a long term broad spectrum parasiticidal activity by
combining the insecticidal active ingredient imidacloprid with the acaricidal active ingredient
flumethrin. The patented Bayer collar matrix system ensures that both active ingredients are
slowly and continuously released from the collar towards the animal thereby avoiding peak
concentrations and ensuring that acaricidal /insecticidal concentrations of both active ingredients
are present in the cat’s or dog's hair coat during the entire efficacy period of 8 months. The active
ingredients spread from the site of direct contact over the entire pet surface.

The collar is available in 2 different sizes, one small collar of 38 cm long (0.44 0z./12.5g) for
cats, as well as for dogs up to 18 Ibs. (8 kg) body weight, and one large collar of 70 c¢m long (1.6
0z./45 g) for dogs of more than 18 1bs. (8 kg) body weight.

The imidacloprid/flumethrin collar is intended to be potentially marketed in four (4)
presentations as shown in the table below. Since the companion animal safety studies with the
small collar show excellent telerance in both dogs and cats, it may be desirable to market a single
collar for optional use on either small dogs or cats.

Size of Collar Presentation
Small Collar s For cats
(38 cm; 12.5gm) * For dogs < 18 1bs. (8 kg)

e For cats and dogs < 18 Ibs. (8 kg)

Large.Co.Har o
(70 cm; 45gm) .
o Fordogs> 18 Ibs. (8 kg) fiian P

PR N

Optional Snap-on Reflectors: 1In addition to the foil pouch containing the collar, the cuter
package will also contain 3 reflector clips in a separate pouch. As an option, these reﬂectfl <lips

23
¥
&
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can be fixed permanently by the pet owner to the collar to increase the animal’s visibility at
night. The reflectors are regarded as a useful add-on, as they may help protect pets from, for
example, being hit by cars in the dark. It has been shown that these optional reflector clips have
no negative impact on companion animal safety or efficacy of the product; please refer to the
Companion Animal Safety section of the application. Once the reflectors are affixed to the collar,
they cannot be removed and are discarded with the expired collar.

In a pre-registration teleconference with the Agency on March 24, 2009 (see Attachment 1) the
composition and potential regulatory requirements for these reflectors were discussed. Bayer
proposed that no product chemistry information should be required for these reflectors. The
Agency’s response was that “This is acceptable to the Agency since the reflector is a device, will
not be a part of the collar package (i.e. in separate bag), and contains no active ingredients.”
Therefore, no product chemistry or other specific information on the reflectors is enclosed with
this application.

Although we have included warnings on the label that this product contains small parts which
may be a potential choking hazard, these statements have been included on a voluntary basis. It
is our understanding that since this product (pet collar with reflectors) will not be marketed to
children as a toy, the requirements of the Consumer Product Safety Comimission do not apply
(Personal communication; J. Boja [CPSC] via J. Wishneff {Consumer Specialty Products
Association}; Jan. 15, 2010},

D. PRODUCT CHEMISTRY

The insecticide formulation is a plastic matrix which contains the active ingredients. Three
Confidential Statements of Formula (1 basic; 2 alternates) are enclosed with this application. The
three versions of the Confidential Statements of Formula for the collars vary only by the
different pigments they contain, and are proposed as having a gray color

B - colo IR o vellow color

Therefore, the three respective variations of the formulation include:

Basic CSF - Gray (PNR Basic)
Alternate 1 - Red (PNR 1427 Alt 1 - R)
Alternate 2 - Yellow (PNR 1427 At 2- Y}

In the teleconferences with the Agency (B. Alexander and S. Mathur} on Jan. 12, 2010 and
March 1, 2010, we were given guidance that: a} each formula with a different dye color must
have its own CSF, and b) because of the nature of the collar, “N/A” (not applicable) should
appear in the “Box 7: Bulk Density”, but that the respective density information should appear in
Part B of the Product Chemistry requirements. The enclosed information and reports reflect this
guidance. 23

All of the inert ingredients listed on the Confidential Statements of Formula are 11stesi m the
Agency document “Inert Ingredients Permitted for Use in Nonfood Use Pesnmde p;oducts Last
Updated March 28, 2010” or are proprietary blends previously evaluated and found acceptable

by the Agency for use as an inert in nonfood use pesticide products. Pléase 1ote_that” the
formulation contains the proprietary blend ||| GG (o We
were notified by the EPA - Inert Ingredient Assessment Branch (see Attachment 2) that *
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- Please also note, at the time of the aforementioned 09/15/2008 email, [
was not approved for use in nonfood use pesticides; subsequently it was approved
and now appears on “Inert Ingredients Permitted for Use in Nonfood Use Pesticide products,
Last Updated March 28, 2010.”

In the Pre-registration teleconference with the Agency on March 24, 2009 (see Attachment 1),
Dr. Mathur gave us direction on how the flumethrin isomer ratic should be expressed on the
label. The enclosed draft labeling reflects that gunidance. However, direction was also given in
the aforementioned teleconference that only the nominal value of the flamethrin technical needs
to be reported on the Confidential Statement of Formula (CSF) for the end-use product; that is,
no isomers need listing. The enclosed CSFs reflect this gnidance.

Two (2) copies of each of the three (3) Confidential Statements of Formula (CSF) for this
product are enclosed.

The product chemistry data to support the registration of this end-use product are found in
Bayer Report ID No. 33752, entitled “Product Chemistry for M915 Insecticide (Imidacloprid +
Flumethrin Collar).” Please note that the study to fulfill the requirements for a) one-year storage
stability study (GL No. 830.6317) and b) coerrosion characteristics (GL No. 830.6320) using
the finished product is in progress (start date — 10/28/2009) and should be available for
submission by 3/31/2011, well before the Agency has completed their review of this action. We
request that the timing of this supplemental submission to the Agency be acceptable. As has been
the Agency’s previous policy, the timely submission of these data shouid not delay the review
process.

E. ACUTE TOXICITY

The acute toxicity studies normally associated with a new formulation were not conducted
because they are not practical or necessary for the pet collar product. In explanation, the
physical nature of the proposed product, which is a plastic pet collar, is not a practical test article
for the conduct of the “6-pack” toxicity studies (Guidelines 870.1100 — 870.2600).

BAH planned to request a waiver of 5 of the 6 studies required for the end-use product due to
physical characteristics of the collar (solid plastic material). This was done previously for a
similar test article - cattle ear tags. We proposed to conduct only an acute dermal irritation study
with the final collar product. The studies for which a waiver was planned included: Acute oral
toxicity - rat (GL No. 870.1100), acute dermal toxicity (GL No. 870.1200), acute inhalation
toxicity — rat (GL No. 870.1300), primary eye irritation toxicity — rabbit (GL No. 870.2400},
dermal sensitization (GL No. 870.2600).

However, as described in the meeting minutes from a teleconference with the Agency on March
30, 2009 (see Attachment 3), the Agency’s response to this proposal was that this plan is
reasonable (that 1s, to submit appropriate waiver requests) except for the omission of the dermal
sensitization requirement. A dermal sensitization study should be conducted using ground collar
material (may be frozen and then ground). Such a study was conducted and submitted as Bayer
Report ID No. 33750.

In addition, the Agency asked in the aforementioned teleconference that we include information
on the release rate of the active ingredient from the collar in our justification for the waiver of the
acute oral toxicity data requirement. This information is referenced in the enclosed waiver
request identified as Bayer Report ID No. 33854,
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The following acute toxicity studies and/or official waiver request documents required to support
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the proposed product are enclosed and are titled:

E.

EPA Bayer Bayer Report Title Toxicity
Guideline { Report ID Category
Number Number
870.1100 33854 Request for Waiver from the Requirement of NA
Acute Oral Toxicity Study — PNR1427
Insecticide
&70.1200 33855 Request for Waiver from the Requirement of NA
Acute Dermal Toxicity Study — PNR1427
Insecticide
§70.1300 33856 Request for Waiver from the Requirement of NA
Acute Inhalation Toxicity Study — PNR1427
Insecticide
870.2400 33857 Request for Waiver from the Requirement of NA
Acute Eye {rritation Toxicity Study —
PNR1427 Insecticide
870.2500 33749 Primary Skin [rritation Study in Rabbits v
870.2600 33750 Dermal Sensitization Study in Guinea Pigs Negative
{(Buehler Method)
v
Overall Tox Category (Signal Word) Caution
EFXFICACY

The imidacloprid/flumethrin pet collar is designed for use on cats and dogs for the prevention
and treatment of ectoparasites and remains effective for 8 months even after bathing or
swimming. A pre-registration meeting was held with the Agency on September 14, 2006 (see
Attachment 4} in order to obtain Agency guidance on the necessary studies required to receive
acceptance of the desired performance claims. Since all of the proposed pests are considered
public health pests by the Agency, efficacy data supporting these claims are enclosed with this

application. Please note that some trials evaluate performance on more than one pest.

Although specific claims appear on the proposed label, in general, the main efficacy claims

include:

Treatment and prevention of flea infestations, which may also aid in the prevention of

flea allergy dermatitis (FAD).

Flea larvae in the pet’s immediate surroundings are killed following contact with a

treated animal.
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» Kills fleas fast, based on times found in the respective residual control and “onset of
efficacy” studies.

e Acaricidal and repellent efficacy against tick infestations of the brown dog tick
(Rhipicephalus sanguineus), Lone Star tick (Amblyomma americanum), American dog
tick (Dermacentor variabilis), and Black-legged/Deer tick (Ixodes scapularis), with
efficacy against larvae, nymphs, and adult ticks. As specified in the “Product
Performance Test Guidelines (OPPTS 810.3300) — Treatments to Control Pests of
Humans and Pets,” these data support a “general tick claim” in additional to the specific
tick itemization on the product [abel.

* Held study reports additionally include efficacy against the European tick species
(Rhipicephalus turanicus, Ixodes ricinus, and Ixodes hexagonus).

¢ In dogs only, treatment of lice infestations (Trichodectes canis)
» Ajd in the treatment of sarcoptic manage

e  “Waterproof” after swimming or bathing

¢ Duration of efficacy - 8 months

1. Efficacy against fleas

Eight (8) efficacy studies have been performed in cats and dogs to confirm the efficacy of the
imidacloprid 10%/flumethrin 4.5% collar against cat fleas (Ctenocephalides felis) - six (6)
controlled laboratory studies (3 cat/3 dog) and two controlled field studies (I cat/l1 dog).
Additionally the aim of the field studies was to show the prevalence of concurrent flea and tick
infestations in cats and dogs and to show the efficacy against other important flea species which
are not available for laboratory studies.

Efficacy against adult cat fleas (Ctenocephalides felis): Six (6) laboratory efficacy studies
included evaluvation of the insecticidal activity of the imidacloprid/flumethrin collar against adult
cat fleas (Crenocephalides felis) on dogs (Bayer Report ID N0s.33801, 33803 and 35631) and on
cats (33802, 35630 and 35635) as well as in two European field trials for both cats (35644) and
dogs (356435). Efficacy was excellent (> 90%) in all studies throughout the 8-month testing
period. The percentage flea control in the field studies was also excellent with most observations
> 95% control.

Efficacy against Ctenocephalides canis and Pulex irritans: in the dog field study
(35645), 12% of the fleas identified in the baseline infestations were C. canis. The collar was as
efficacious against these fleas as it was against C. felis. Further in support of this claim,
imidacloprid levels have been found in the hair coat of collared dogs (see 35643) to exceed by
far the imidacloprid levels in the hair of Advantage® (imidacloprid spot-on) treated dogs
(15962). Since Advantage® spot-on was shown to have >95% efficacy for at least 32 days
against C. canis (15749), this provides solid support for a C. canis claim for the collar.

In the same field study (ID 35645), 3.6% of the fleas identified in the baseline infestations were
P. irritans, and the collar also was efficacious against this flea. P. irritans is not bred and kept
under laboratory conditions, eliminating the opportunity to evaluate efficacy in a confrolled
laboratory study. However the field study supports efficacy against this flea.
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The general flea efficacy of the collar on cats and dogs has been demonstrated in the multiple
stndies submitted, and is supported by the dog hair coat kinetic values discussed above. Fleas
tend to not be extremely host specific, and both species can be found regularly on cats and dogs.
Therefore the label claim for the control of C. canis and P. irritans on cats and dogs is supported.

Flea larvacidal efficacy:  In two of the adulticidal flea efficacy studies referenced above
(35631 and ID 35635), additional larval development evalvations were made to confirm the
larvicidal efficacy of the product. The results of these studies confirm that
imidacloprid/flumethrin collars have a marked flea larvicidal efficacy that is transferred to the
animal’s environment throughout the eight month efficacy period.

Onset of efficacy claims for fleas: Efficacy against fleas on both cats (35980) and dogs
(35987) started immediately after freatment, resulting in 99.8 to 100% efficacy at the first 24h
post-treatment count and lasted generally at >95%/24h after re-infestation for the duration of §
months.

Re-infesting flea claims:  In one cat study (33802) and one dog study (33801) additionally a
“speed of kill” efficacy evaluation was conducted at day 7 post-ireatment, counting fleas at 2, 6,
and 12 hours after re-infestation of adult fleas. Excellent efficacy results (100%), at even the 2h
count, showed that the fleas are killed extremely quickiy on the pet. This suggests that flea
allergy dermatitis curative efficacy can be expected to be excellent.

2. Efficacy against ticks (Cats & Dogs)

Five controlled studies on cats and dogs, plus three in vitro studies, were conducted to
demonstrate the acaricidal and repellent efficacy of the imidacloprid 10%/flumethrin 4.5% collar
against tick infestations of the brown dog tick (Rhipicephalus sanguineus), Lone Star tick
(Amblyomma americanum), American dog tick (Dermacentor variabilis) and Ixodes spp., with
efficacy against larvae, nymphs and adult ticks.

In most studies, the curative efficacy on ticks that were already on the animal at the time of
treatment (counts conducted at 48 hours post collar application) was usually below an efficacy of
90%, although clearly above 50% in the vast majority of the studies. This is not surprising as
pyrethroids generally seem to have limited efficacy on partially engorged ticks that have already
been on the host for several days at the time of treatment. To address this situation, information
on the proposed label instructs pet owners that “Ticks already on the [(dog)(cat)] prior to
treatment may not be killed immediately after collar application and may remain attached and
visible. Therefore removal of ticks already on the [(dog)(cat)] at the time of application is
recommended.”

Therefore, only the preventive tick efficacy will be discussed here, where the animals were
exposed to ticks after treatment or together with the treatment. The label reflects this use pattern.

General control of ticks (adults): In the three studies (33801, 33803 and 35631) running for
the full duration of the label claim, the preventive efficacy against the brown dog tick
(Rhipicephalus sanguineus) was above 90% for eight months. Excellent performance against this
tick was also found in the European field studies (35644 and 35645). Both studies (33801 and
33803), testing the effectiveness of the collar.on the American dog tick (Dermacentor variabilis)
showed excellent performance, with efficacies above 90% for eight months. Efficacy against the
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Lone Star tick (Amblyomma americanum) in cats was shown to be 100% throughout 8 months
(33802).

Tick larvacidal/juvenile efficacy: A comparative in-vitro study (33467) of efficacy of a
flumethrin: imidacloprid (I: 1.85) mixture was conducted against larvae, nymphs, and adults of
L ricinus and R. sanguineus, and larvae and adults of D. reticulatus ticks in a glass vial contact
assay. Results showed the susceptibility of tick larvae and nymphs against the imidacloprid/
flumethrin mixture under evaluation is higher than that of adult ticks. Therefore, these data
support the extension of the adult tick claim to “adult, nymphs, and larvae.”

Onset of efficacy claims for ficks: The 6-hr efficacy evaluation (repel and/or kill) against re-
infesting brown dog ticks on dogs (35631 and 35982) and Ixodes ricinis ticks on cats (35630,
35635 and 35981) was consistently above 97%, starting at day 2 (after the first 48h efficacy
counts). The aforementioned studies, except 35981 and 35982, were conducted for § months.

Control of Ixodes spp.: The control/repellency of the black-legged/deer tick (Ixodes
scapularis) is very important in the United States as these ticks serve as the vector for Lyme
disease. As demonstrated in the aforementioned tick efficacy studies, the flumethrin component
of the proposed collar is very effective against all tick species tested. Therefore, the collar could
be speculated to be very effective against this tick species as well.

On March 19, 2009 in a pre-registration meeting, we notified the Agency of the short supply of
black-legged/deer ticks for appropriate testing against this tick. Please note, BAH requested
permission from the Agency (see Attachment 5 for correspondence) to substitute a similar tick
species, Ixodes ricinus, for I. scapularis. The PERC responded (via M. Suarez, email 10/15/09)
that “After discussion with the PERC, we are not inclined to consider Ix. ricinis as a substitute
for Ix. scapularis. A better option would be to use wild caught Ix. scapularis from an area known
to have a low incidence of Lyme disease.” After pursuing the option recommended by the
PERC, we received feedback from the contract research Iaboratories on their hesitancy to work
with wild ticks due to the potential risk of exposing the test animals and laboratory workers to
Lyme disease. Bayer respects their concern, and therefore this option was not possible.

As stated above, the collar has been shown to be very effective against a similar tick species (7.
ricinus) in Buropean testing on both cats (35630, 35635, and 35981) and dogs (35631, 35979,
and 35982). Therefore, in lieu of specific testing on 1. scapularis, we request the Agency to
accept the black-legged/deer tick efficacy claim based on bridging data comparing in vitro
susceptibility of these two tick species plus the European trials using the product against I,
ricinus, a similar tick species.

In the bridging study, a coated glass vial contact assay (33464) was used to confirm the
comparability concerning flumethrin susceptibility of two adult Ixodes scapularis tick strains
reared in the laboratory, but originating from two different locations (Rhode Island and
Connecticut) and one Laboratory strain of Ixodes ricinus originally found in the Berlin area in
Germany. The effective concentration (EC) was evaluated by measuring tick knock down effects
after 24 and 48 hours contact time. The lethal dose (LD) was evaluated by measuring tick
mortality after 48 hours contact time. Inferential statistical analyses did not reveal significant
differences in the susceptibility of the two Ixodes tick species towards flumethrin. Based on the
review of this bridging study, comparing the susceptibility of L ricinus to I scapularis, in
concert with the very effective results against /. ricinus in the European studies on both cats and
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dogs, we request the Agency to reconsider the PERC decision and accept the black-legged/deer
tick claims on the proposed label.

3. “Waterproof” after swimming or bathing: This aspect of the product usage was
investigated in the already mentioned shampooing/immersion study (33803) conducted

according to the protocol reviewed by the Agency (Decision No. 408242; MRID 47718601}
using fleas and two species of ticks. Dogs were either shampooed with a non-medicated
shampoo or immersed for five minutes in a water tank including three times of complete rinsing
of the head at one week before the next scheduled flea/tick infestation. The collars were left on
the test animals for the full duration of the study. Efficacy evaluation was done as usual, at 24h
post re-infestation with fleas and 48h post re-infestation with ticks. The results of the study show
that multiple shampooings have only a negligible effect on flea and tick efficacy, and water
immersion had only a limited effect on flea efficacy, and a negligible effect on tick efficacy.

4. Efficacy against lice (dogs only): The efficacy against Ilice in dogs
(Trichodectes canis) was documented in Bayer Report ID No. 33694. Dogs carrying an active
lice infestation were treated with the imidacloprid 109%/flumethrin 4.5% collar. Efficacy was
monitored at day 2 after treatment and for one consecutive month to evaluate not only the acute
effect on the adult lice living on the dog, but also to monitor the effective eradication of the lice
population. Efficacy against lice was 95.1% and 100% at days 2 and 7 after treatment,
respectively. No lice reoccurred during the time of the study. Therefore it can be concluded that
the animal was completely cured from the lice population within 48 hours.

5. Efficacy against Sarcoptic mange; The efficacy against Sarcoptic mange
(Sarcoptes scabiel) was documented in a study with dogs (33691). A 100% reduction in mite
numbers was observed in Sarcoptes scabiei infested dogs following ftreatment with the
imidacloprid 10%/flumethrin 4.5% collar. A complete resolution of clinical signs (papules and
crusts) associated with Sarcoptes scabiei infestations, and a >90% improvement in hair re-growth
were observed in 80% of the dogs following treatment with the collar. Since the identical pest
(Sarcoptes scabiei) infests both dogs and cats, we are proposing a general claim for PNR1427
Insecticide for the treatment of Sarcoptic mange on cats and dogs.

G. COMPANION ANIMAL SAFETY

Safety of the collar was investigated in adult cats (= 6 months), kittens (10-weeks), adult dogs (=
6 months), and puppies (7-weeks). During the safety studies, companion animals were exposed
to different dose treatments including a 5x over-dosage, 1.e. 5 collars were affixed around the
animals’ necks. Collars exhibited an excellent safety profile. There were no treatment-induced
adverse systemic or local effects. Minor, transient, hair loss due to mechanical irritation from the
presence of multiple collars, was observed in a few animals.

Four, separate studies were conducted to evaluate the tolerance and safety of imidacloprid
10%/flumethrin 4.5% collars in adult cats, kittens, adult dogs, and puppies:

o Both the adult cat (33800/33826) and adult dog (33805) safety studies were composed
of the following four treatment groups: Ox (nmegative control}, 1x (end-product), 5x
(end-product), and 5x (placebo control). New 5x (end-product) collars were re-applied
at 14-day intervals. Both studies were two-months in duration. Pror to study
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initiation, the study protocols underwent Agency review: adult cats (MRID 47776601,
Decision #415122), and adult dogs (MRID 47776901, Decision #415125).

o Both the kitten (33824) and puppy (33806) safety studies were composed of the
following five treatment groups: Ox (negative control), 1x (end-product), 3x (end-
product), 5x {(end-product), and 5x {placebo control). On days 30, 90, and 150 (+ 2
days), new 1x (end-product), 3x (end-product) and 5x (end-product) collars were re-
applied. Both studies were six-months in duration. Prior to study initiation, the study
protocols underwent Agency review: kittens (MRID 47776801; Decision #415124} and
puppies (MRID 47776701; Decision #415123}.

In these four safety studies, it was requested by the Agency to conduct the analysis of the collars’
two active ingredients released during the studies. This information was generated and is
recorded in the respective reports.

In addition to these four studies, two additional safety studies were conducted to specifically
support European Union (EU) registration. As a result, the two European studies were not
precisely compliant with OPPTS 870.7200. In the EU studies, no local or systemic effects, in
addition to the findings already observed during the aforementioned EPA Guideline studies,
were discovered, The EU studies are not enclosed but, if the Agency desires, these reports can
be provided.

Genera] safety studies in adult cats and dogs:  There were no adverse treatment-induced
findings or clinical effects observed in male and female cats (33800/33826), or male and female
dogs (33805), continuously treated for 61 days with either zero, one, or five end-product or with
five placebo collars. Mild thinning of hair, presumed to be induced by the mechanical irritation
associated with multiple collars, was primarily observed in the throat area of animals wearing 5
collars (both end-product and placebo). These local changes resolved in all animals within a 7 to
35 days post study recovery period in which the 5 collars were reduced to one collar. Overall,
end-product collars worn by the adult cats and dogs at 5x the recommended label dose rate for 61
consecutive days were determined to be safe.

General safety stndies in kittens and pupples:  No adverse treatment related findings or
clinical effects were observed in male and female kittens (33824), or male or female puppies
(33806} continuously treated, for 180 days with either zero, one, three, or five end-product
collars or with five placebo collars. Mild hair thinning and/or hair loss, presumed to be induced
by the mechanical irritation associated with multiple collars, was primarily observed in the throat
and chin regions of animals wearing 5 collars (both end-product and placebo). However, these
local changes self-resolved by the end of the 180-day exposure period. Overall, end-product
collars worn by 10-weeks-old kittens and 7-weeks-old puppies at 1x, 3x, and 5x of the
recommended label dose for 180 consecutive days were well tolerated and determined to be safe
for use.

Based on the re-application of new 5x end-product collars at 30-60 day intervals throughout the
kitten and puppy studies, there should be no label limitation as to when the collar can be
replaced, if it were lost before its effectiveness is depleted.

Studies on potential impact of gptional reflector clips on active ingredient refease: Four
companion animal safety studies were conducted with adult cats (35986), adult dogs (35637),
puppies (33822) and kittens (33823). The studies were conducted to demonstrate the dermal
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tolerance of imidacloprid 10%/flumethrin 4.5% collars when administered with or without three
reflector clips. No over dosage was applied and the study duration was limited to one month.
After this month, the possible adverse reactions as well as the influence of the reflectors on
active ingredient release were compared between the group with and without reflectors. An
important additional objective of this study was to determine if the presence of the reflectors
resulted in a significant net weight loss (>>10%) of the collars as compared to the collars without
the reflectors (see Attachment 6).

As the standard target animal safety studies had been run without reflectors to have a “worst case
scenario” with the biggest potential for maximum active ingredient release and exposure, the
Agency felt it necessary for us to investigate whether the presence of the reflectors would lead to
increased a.i. release and therefore increased animal exposure {See Attachment 7). The results of
the studies indicate that the presence of the reflectors did not cause any adverse clinical signs nor
did the presence of the reflectors and that there was no increase in the release of the active
ingredients.

Companion animal tolerance and safety — conclusions; The companion animal safety studies
demonstrated that the application / reapplication of end-use product to adult cats (= 6 months),
kittens (10-weeks), adult dogs (= 6 months), and puppies (7-weeks) at up to 5 times the
recommended unit dose applied dermally in two-monthly intervals for six months was well-
tolerated with no evidence of adverse or undesirable clinical, physical {food consumption, body
weight) or hematological effects.

The excellent general tolerance and safety by both cats and dogs provides a special benefit of the
imidacloprid 10%/flumethrin 4.5% collar, being an ideal solution in mixed cat and dog
households. As the same product can be used on both dogs and cats living closely together, they
can be protected against ectoparasites, without cross-over toxicity concerns.

The safety evaluations are underlined by the results of the hair coat kinetic (35642 and 35643)
studies which revealed that the matrix system releases both active ingredients slowly and
continuously from the collar towards the animal thereby avoiding peak concentrations even
during the first few days after treatment.

H. OCCUPATIONAL/ RESIDENTIAL EXPOSURE

An assessment (33861) of the potential exposure resulting from the use of PNR 1427
antiparasitic collars containing imidacloprid and flumethrin as the active ingredients was
calculated for both handlers (applying collar) and the post application contact with treated cats,
small dogs, and large dogs. The daily application rate of the active ingredients from the collars
to the pets was determined based on release rate kinetic studies (35992). Hair kinetic data
supported the release rate kinetics (35642 and 35643). The soluble surface data used in the
analysis are also provided (35118).

The revised HED guidelines for pet exposure and risk assessments were used with the release
rate data to estimate the exposure and risks to adults applying the collars and to both adults and
small children contacting pets wearing the collars. Margins of Exposure (MOEs) to adults
applying the collars ranged from 40,400 to 149,0600. MOEs for adult post application contact
with the treated pets ranged from 2,160 to 3,620. The aggregate oral and dermal MOEs for small
children ranged from 1,300 to 1,630. Therefore, there should be no safety concerns for the collar

Page 14 of 17 Pages

142



Ba, ,éalthCare LLC, Animal Heaith Division
Scprember 23, 2010

with respect to the user either during or after application of the product, provided that the product
is used according to label instructions.

L LABEL DEVELOPMENT

The collar is available in only 2 different sizes - small (38 cm long; 12.5g) or large (70 cm long;
45g). The collar is intended to be potentially marketed in four (4) presentations: 1) large collar
for large dogs (only for dogs up to 18 lbs.), 2) small collar for cats, 3) small collar for small dogs
(less than 18 1bs.) or 4) small collar for cats or small dogs. Regarding presentation #4, since the
companion animal safety studies with the small collar show excellent tolerance in both cats and
small dogs, it may be desirable to market a single collar for optional use on either small dogs or
cats. In addition to the foil pouch containing the collar, the outer package will also contain 3
optional visibility reflector clips in a separate pouch. With all this in mind, one label is enclosed
for review that encompasses the label language for all these presentations, as well as, for the
reflector clips. The optional label language is designated by [brackets] or (parentheses.)

Ingredient statement; In the pre-registration teleconference with the Agency on March 24, 2009
(see Attachment 1), Dr. Mathur provided direction on how the flumethrin isomer ratio should be
expressed on the label.

The precautionary label language: Because the pet collar by its very nature (solid plastic)
presents unusual physical properties, not all of the acute toxicity studies normally associated with
a new formulation were conducted, and waivers are being requested for those where it is
impractical or impossible to conduct the respective studies. However, based on the available
acute toxicity data, the over-all toxicity category for the proposed product should be Category IV
(See page 8 of this application).

40 CFR § 156.64 provides guidance on the required signal words for pesticide products:
“Toxicity Category IV. A pesticide product meeting the criteria of Toxicity Category IV by all
routes of exposure i3 not required to bear a signal word. If a signal word is used, it must be
“CAUTION.” Furthermore, the Label Review Manual (page 7-17) states that for products with
toxicity category 1V “...precautionary statements are not normally required... [but] it is
recommended registrants use precautionary statements triggered by toxicity category IIL
Registrants may propose alternate labeling which should be reviewed by the precautionary
labeling reviewers.”

To that end, we have proposed CAUTION as the signal word on the subject product, and have
proposed modified label language in the “HAZARDS TO HUMANS” section. We are also
including First Aid statements.

Personal Protective Equipment

Neither the use pattern (residential/consumer) nor the toxicity of the product necessitate the need
for any specific protective clothing.

Environmental Hazards: As described in the Label Review Manual (Page 8-1) — “1. Products
which are intended for use exclusively indoors may omit the Environmental Hazards statement.”
Since this product is considered “Indoor - Non-Food”, and the product does not have rinsate that
could contaminate water (i.e., it is not a dog dip), this section is not included on the proposed
label.
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Storage & Disposal: Pursuant to 40 CFR § 156.140(a)(5), pet collars are exempt from the
requirements of the “Container and Containment Rule.” We have proposed alternative language
appropriate for this type of product.

4. ECOLOGICAL EFFECTS

The specific use pattern for proposed pet collars (domestic animals), according to the Pesticide
Use Index, is determined to be Group Number 99 “Indoor ~ Non-Food.”

As described in 40 CFR §158.630 (Terrestrial and aquatic non-target organisms data
requirements), there are two Conditional Requirements (CR) listed in the respective table for the
“Indoor Use Pattern”: 1) Freshwater fish toxicity (GI. No. 850.1075) and 2) Acute toxicity
freshwater invertebrates (GL No. 850.1010). However, Footnote 2 of the table that applies to
both Conditional Requirements states that “The study is not required if there is no potential for
environmental exposure.”

Bayer discussed this with the Agency during the pre-registration meeting on 9/14/2006 (see
Attachment 4) and was told that as long as we certified that the end-use product was not to be
produced in the United States, then there would be “no potential for environmental exposure”
and therefore these studies would not be reguired. Bayer HealthCare, Animal Health Division,
certifies that the proposed product will not be produced in the United States. As evidenced by a
statement on the proposed label, this product is “Made in Germany.” Therefore, data in these
areas are not enclosed with this application.

K. DISCUSSION OF OTHER REQUIREMENTS

Residue Chemistry - No residue chemistry data are provided with this application as none are
necessary; this application is for a non-food use.

Child-resistant packaging - Certification that the packaging for PNRI427 Insecticide meets the
child-resistant packaging standards in 40 CFR 157.32 is not necessary because PNRI427
Insecticide does not meet any of the toxicity criterion listed in 40 CFR 157.22 (a) for products
requiring child resistant packaging.

L. BENEFITS/PUBLIC INTEREST

Information regarding the benefits of this new active ingredient-containing product is contained
in the document entitled: “Benefits of Flumethrin Active Ingredient and the Imidacloprid/
Flumethrin Collar for Cats and Dogs (PNR1427), Bayer Report ID No. 33860” which should
allow the Agency to make the determination that “...the use of the pesticide will not cause any
unreasonable risk to the environment; and the use of the pesticide is in the public interest.” This
document is being submitted with the application for registration of Flumethrin Technical, being
sitbmitted simultaneously with this registration action.

M.  DATA COMPENSATION

As demonstrated in the enclosed, completed “Certification with Respect to Citation of Data”
(EPA Form 8570-34), we are choosing the Selective Method of Support for both the
imidacloprid and flumethrin data. An appropriate data matrix listing all of the data necessary to
support the registration of PNRI1427 Insecticide is enclosed with this application.
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Generic Data

Bayer CropScience 1s the basic registrant of imidacloprid. Accordingly, enclosed is a copy of
Letter of Authorization from Bayer CropScience (EPA Company No. 264) authorizing the use of
the generic imidacloprid data by the Bayer Healthcare LLC, Animal Health Division (EPA
Company No. 11556).

For the flumethrin active ingredient, we are also using the selective method of support. All the
data to fulfill the data requirements for flumethrin, as listed in the data matrix, are being
submitted by us, Bayer HealthCare LLC, in support of the registration application of Flumethrin
Technical, simultancously submitted with this application.

Product Specific Data

All of the formulation specific data necessary to support the registration of PNR 1427 Insecticide
are enclosed with this application. All of these data are cited in the enclosed data matrix, and are
the property of Bayer HealthCare,

N. List of Attachments

[. “Minutes of Pre Reg Meeting (03/24/09) — Collar — Product Chemistry Requirements,” email
(D. Spilker to B. Alexander) dated 04/13/2009, and attached minutes from Pre-
registration meeting of 03/24/2009, 8pp.

2. “Inert determination — Non-food uses,” email (K. Grinstead to D. Spilker) dated 9/15/2008,
3pp.

3. “Minutes of Pre-reg Meeting (03/30/09) — Collar — Acute Toxicity requirements,” email (D.
Spilker to B. Alexander) dated 04/13/2009, and attached minutes from Pre-registration
meeting of 03/30/2009, 7pp.

4. “Minutes from US EPA & Bayer — Animal Health Division Pre-Registration Meeting for
Flumethrin Technical and Flumethrin Combo Products, September 14, 2006,” 5pp.

5. “Pet Collar — Deer Tick Protocol — Issue for PERC,” email string including 8/14/2009,
10/7/2009 and 10/15/2009, 10pp.

6. “Domestic Animal Safety Teleconference (DRAFT minutes) — 6/4/09,” and EPA response
(telephone record, 6/9/2009), 4pp.

7. “Teleconference between Bayer Animal Health and EPA - Insecticide/Rodenticide Branch &
Technical Review Branch, March 11, 2009; proposed Domestic Animal Safety
Requirements for Flumethrin + Imidacloprid Collar, dated 5/8/2009, 4pp.
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Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504F)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Mr. Richard Gebken/PM10
Registration Division (7505P)

Subject:  Application for Registration of a New Active Ingredient

(PRIA R110): Flumethrin Technical (CAS No. 69770-45-2) Sayer Hearhoare LG
Application for Registration of a Combination (Flumethrin + ghzﬁzz i’j?gsion‘ KS 66301-0390

Imidacloprid) End-Use Product: PNRI427 Insecticide

Dear Mr, Gebken:

With this application, the enclosed data and labeling, Bayer HealthCare
LLC, Animal Health Division (BAH) is requesting the registration of a
new technical active ingredient — “Flumethrin Technical” containing
flumethrin (CAS No. 69770-45-2). A second application for registration
of PNR1427 Insecticide end-use product (flea and tick pet collar) is being
submitted concurrently with this application for registration of the
technical active ingredient. The flumethrin technical active ingredient,
which is also the manufacturing-use product, is for formulation purposes
ONLY into products with indoor, non-food uses. The “specific use
pattern” on domestic animals, according to the Pesticide Use Index, is
determined to be Group Number 99 “Indoor — Non-Food.”

The proposed Flumethrin Technical is considered a “new” active
ingredient in that it is “...not currently contained as an active ingredientin
any EPA registered pesticide product.” The ultimate use of this technical ; :
active ingredient is for formulation into pesticide products on pets (cats

and dogs), which are considered indoor use patterns by the Agency. No -
flumethrin-containing end-use products ate proposed that would be used .. |, i
on or come intc contact with food and/or feed items. Therefore as &
described in the PRIA Decision Tree, the application for registration of N
this new active ingredient — Flumethrin Technical - falls under the action

code R110: “Nonfood use; Indoor.” Iurthermore, it is our understanding

that all indoor non-food use products included with this technical active
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ingredient application are covered by the base fee in this category, if
submitted simultaneously. The application for the end-use product,
PNR1427 Insecticide, is being submitted simultaneously with the technical
product application, and therefore there should be no additional PRIA fee
for the PNR1427 Insecticide application.

Flumethrin, a new active ingredient, is infended as a Technical/
Manufacturing Use Product for formulating insecticides for indoor uses
(on domestic animals, cats and dogs). Flumethrin Technical 1s proposed
for use in combinations with other EPA-registered active ingredients (such
as imidacloprid). PNR1427 Insecticide is a new pesticide end-use product
combining two active ingredients, imidacloprid and flumethrin, in a pet
collar formulation. It is intended for the prevention and treatment of public
health pests, such as ticks and fleas, on Kiitens, cats, puppies and dogs.

The Agency is not unfamiliar with this active ingredient and end-use
product, as Bayer Healthcare has had several pre-registration meetings
and/or teleconferences with the Agency to discuss these registration
actions and the specific 40 CFR Part 158 requirements for these products.
Detailed overviews of the two actions are attached to the respective
Applications for Pesticide Registration (EPA Form No. 8570-1), and the
Bayer-EPA interactions will be referenced in the respective sections of
these overviews, and copies of referenced documents provided. We
request that copies of the two applications with attachments be
forwarded to the respective review groups, as we think this
information could be quite helpful during their review processes.

Information regarding the benefits of this new active ingredient-containing
product is contained in the document entitled: *‘Benefits of Flumethrin
Active Ingredient and the Imidacloprid/Flumethrin Collar for Cats and
Dogs (PNR1427), Bayer report No. 33860,” which should allow the
Agency to make the determination that *...the use of the pesticide will not
cause any unreasonable risk to the environment; and the use of the
pesticide is in the public interest.” e

If you have any questions, please do not hesitate to call me at SETE las
913-268-2751. b

Sincerely, '
L 3E;J;J ;
;}3}(’55

Douglas A. Spilker. Ph. D,
Manager, EPA Regulatory Affairs
Doug.Spilker@Bayer.com
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Enclosures:

1. Copy of Check — Check No. 2000542090 ($209,475.00), cover
letter, dated 9/20/10, and delivery confirmation, dated 9/21/2010

2. Application for Registration - Flumethrin Technical

a. Administrative Volume (Volume 1 on Transmittal
Document)
i. Cover letter (Extra Copy)
ii. Copy of PRIA Payment (Check No. 2000542090)
iii. Application for Registration — Flumetlrin Technical
{Form 8570-1), 10pp. w/ 6 attachments
iv. Transmittal document
v. Confidential Statement of Formula, dated
11/15/2008 (2 copies)
vi. Certification with Respect to Citation of Data (Form
8570-34)
vii. Data Matrix (CONFIDENTIAL) - “Flumethrin
Active Ingredient Specific, dated 9/20/2010,” 7pp.
viii. Data Matrix (PUBLIC) — “Flumethrin Active
Ingredient Specific, dated 9/20/2010,” 7pp.
ix. Product label, dated 9/20/2010 (3 copies)

b. Bayer Reports ~ ID Nos. 23979, 23980, 23940, 14838,
18186, 23941, 14837, 16302, 17815, 17817, 33853, 14967,
76066, 14561, 32545, 32570, 30932, 30931, 18177,
201706, 19360, 15285, 19383, 18255, 18968, 35286,
32775, 13252, 30322, 30686, 30517, 32365, 14173, 14174,
30687, 15461, 31492, 74691, 31489, 30951, 15198, 14867,
14368, 22813, 30971, 15839, 22818, 22819, 15987, 35217,

35038 (3 copies each)
3. Application for Registration — end-use product PNRI427
Insecticide X
a. Administrative Volume (Volume 1 on Transmittal ”
Document} s i;ii?
i. Cover letter (Extra Copy) . ;
ii. Application for Registration — PNR1427 Insecticide = 27, .

(Form 8570-1), 17pp. w/ 7 attachments : )
iii, Confidential Statements of Formula (3) - Basic, Alt |, ats
1, and Alt 2, dated 8/25/2010; 2 copies each) L :
iv. Transmitta] Document .
v. Certification with Respect to Citation of Data (Form
8570-34)
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vi. Letter of Authorization from Bayer CropScience
(for imidacloprid), dated 9/7/2010
vii. Data Mairix (CONFIDENTIAL) - PNR 1427
Insecticide: “Flumethrin Active Ingredient Specific
{(pages 1-7), Imidacloprid Active Ingredient Specific
{pages 8-14), and PNR1427 Insecticide Specific
(pages 15-18); dated 9/20/2010,” total pages — 18
viii. Data Matrix (PUBLIC) - PNR1427 Insecticide:
“Flumethrin Active Ingredient Specific (pages 1-7),
Imidacloprid Active Ingredient Specific (pages 8-
14), and PNR 1427 Insecticide Specific (pages 15-
18); dated 9/20/2010,” total pages -18
ix. Product label, dated 9/20/2010 (3 copies)

b. Bayer Reports — ID Nos. 33752, 33854, 33855, 33856,
33857, 33749, 33750, 33800, 33826, 33805, 33806, 33824,
33822, 33823, 35986, 35637, 33801, 33802, 33803, 35630,
35631, 35635, 35644, 35645, 35980, 35987, 33464, 35981,
35979, 35982, 33467, 33694, 33691, 36172, 15962, 35642,
35643, 15749, 33860, 33861, 35992, 35118 (3 copies each)

BAH Cover e Flu-lnu 09231 ¢.doc
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TRANSMITTAL DOCUMENT

Name and Address of Submitter: Bayer HealthCare LLL.C
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0320

Regulatory action in support of Application for registration of

which this package is submitted: PNR1427 Insecticide

EPA Reg. No./File Symboi: Company Number: 11556- XXX

Aiternate Test Material Names: N/A

Transmittal Date: September 23, 2010

Box Count: 1924

:3:;‘;‘; Citation MRID Number

Administrative Materials
- Cover letter (Extra Copy)
- Application for Pesticide Registration (with Attachments) =~ > . -
- Confidential Statement of Formula (2 copies) ; ' .
- Transmittal Document IR SR
- Certification with respect to Citation of Data (8570- 34) B
- Letter of Authorization from Bayer CropScience ([mtdagloor[d)
- Data Matrix (CONFIDENTIAL) .
- Data Matrix (PUBLIC) )
- Product Label (3 copies) '

—

Rose, J.E., 2009, Chemistry Evaluation of M915 Insecticide,
33752 (1 book, 3 copies).

Chopade, H., 2010, Request for Waiver from the Requirement
3 of Acute Oral Toxicity Study - PNR 1427 Insecticide, 33854 (1
book, 3 copies).

Chopade, H., 2010, Request for Waiver from the Requirement
4  of Acute Dermal Toxicity Study — PNR 1427 Insecticide, 33855
{1 book, 3 copies).

Chopade, H., 2010, Request for Waiver from the Requirement
5  of Acute Inhalation Toxicity Study — PNR 1427 Insecticide,
33856 (1 book, 3 copies).

Chopade, H., 2010, Request for Waiver from the Requirement
6 of Acute Eye Irritation Toxicity Study — PNR 1427 Insecticide,
33857 {1 book, 3 copies). :

Durando, J., 2009, Primary Skin irritation Study in Rabbits,
33749 {1 book, 3 copies).

Bayer HealthCare LLC
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8

Durando, J., 2009, Dermal Sensitization Study in Guinea Pigs
{Buehler Method), 33750 (1 book, 3 copies).

9

Madsen, T.4., 2010, Safety of PNR 1427 in adult cats, 33800 (1
book, 3 copies).

10

Madsen, T.J., 2010, Amendment to Bayer Report No.33800-
Safety of PNR1427 in Adult Cats, 33826 {1 book, 3 copies).

11

Madsen, T.4., 2010, Safety of PNR 1427 in Adult Dogs, 33805
(1 book, 3 copies).

12

Madsen, T.J. & Chopade, H., 2010, Safety of PNR1427 in
Puppies, 33806 (2 books, 3 copies).

13

Madsen, T.J., 2010, Safety of PNR 1427 in Kitiens, 33824 (2
books, 3 copies).

14

Madsen, T.J., 2010, Safety of PNR1427 With Reflectors in
Puppies, 33822 (1 book, 3 copies).

15

Madsen, T.J., 2010, Safety of PNR1427 with Reflectors in
Kittens, 33823 (1 book, 3 copies).

t6

Delport, P.C., 2010, Target animal safety with a PNR 1427
collar with and without reflectors when appfied once to adult
cats, 35986 {1 book, 3 copies).

17

Bach, T., 2010, Target Animal Safety With A 10% Imidacloprid
+ 4.5% Flumethrin Collar With or Without Reflector Clips! :
Applied Once To Adult Dogs, 35637 (1 book, 3 copies). *7:7 |

18

Everett, W.R., Davis, W.L., & Setije, T.L., 2010, Efficacy of. :~
PNR1427 Against Tick (Dermacentor variabilis, Rhipiceptiaius
sanguineus) and Flea Infestations on Dogs, 33801 (1 booK; 3
copies).

19

Everett, W.R., Davis, W.L., & Settje, T.L., 2010, Efficacy of
PNR1427 Against Tick (Ambilyomma americanum) and Flea
Infestations on Cats, 33802 {1 book, 3 copies).

20

Everett, W.R., Davis, W.L., & Setije, T.L., 2010, Evaluation of
the Effects of Shampooing or Water immersion on the Efficacy
of PNR1427 Against Flea (Ctenocephalides felis} and Tick
(Dermacentor variabilis, Rhipicephalus sanguineus) Infestations
on Dogs, 33803 {1 book, 3 copies).

21

Strube, K., Stanneck, D., Schroeder, 1., & Kruedewagen, E.,
2010, Efficacy of a 10% imidacloprid / 4.5% flumethrin coflar
against experimental tick (Ixodes ricinus) and flea
(Ctenocephalides felis) infestations in cats, 35630 (1 book, 3
copies).

Bayer HealthCare LLC
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22

Strube, K., Stanneck, D., Schroeder, I., & Kruedewagen, E.,
2010, Efficacy of a 10% imidacloprid / 4.5% flumethrin collar
against experimental tick (Ixodes ricinus and Rhipicephalus

sanguineus) and flea (Ctenocephalides felis) infestations in

dogs, 35631 (1 book, 3 copies).

23

Wolken, S., & Stanneck, D., 2010, Efficacy of a 10%
imidacloprid / 4.5% flumethrin collar against experimental tick
{[xodes ricinus) and flea (Ctenocephalides felis) infestations in
cats, 35635 (1 book, 3 copies).

24

Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy,
Persistency and Safety of “Imidacloprid 10%/Flumethrin 4.5%
Collar” in Cats Naturally Infested with Fleas and/or Ticksin a
Multi-Centric Clinical Field Study in the EU, 35644 (1 book, 3
copies).

25

Rass, J. & Stanneck, D., 2010, Evaluation of the Efficacy,
Persistency and Safety of “Imidacloprid 10%/Flumethrin 4.5%
GCollar” in Dogs Naturally Infested with Fleas and/or Ticks in a
Multi-Centric Clinical Field Study in the EU, 35645 (1 book, 3
copies).

26

Strube, K. & Schroeder, |, 2010, Onset of Efficacy of a 10%
midacloprid/ 4.5% Flumethrin Collar on Cats When
Experimentally Infested with the Cat Flea Ctenocephalides felis
{C. felis), 35980 (1 book, 3 copies).

27

Kok, D.J., 2010, Onset of Efficacy of an iImidacioprid/Flumethrin
Collar Formulation Against Fleas (Ctenocephalides felis) on
Dogs, 35987 (1 book, 3 copies).

28

Turberg, A. & Settje, T., 2010, Comparative in-vitro study of
flumethrin efficacy against two Ixodes species in a glass vial
contact assay, 33464 {1 book, 3 copies).

29

Strube, K., 2010, Onset of efficacy of a 10% Imidacloprid/ 4.5%
flumethrin collar on cats when experimentally infested with
{xodes ricinus (1. ricinus), 35981 (1 book, 3 copies).

30

Ketzis, J. & Schroeder, I., 2010, A controlled, randomized study
to confirm the efficacy of Imidacloprid/Flumethrin containing
collars against artificially induced infestations of Ixodes ricinus
on beagles, 35979 (1 book, 3 copies).

31

Strube, K., 2010, Onset of Efficacy of a 10% Imidacloprid/ 4.5%
Flumethrin Collar on Dogs when Experimentally Infested with
Ixodes ricinus and Rhipicephalus sanguineus, 35882 (1 book, 3
copies).

Bayer HealthCare LLC
Page 3 of 5

152



Volume
Number

Citation

MRID Number

32

Turberg, A., 2010, Comparative in-vitro study of efficacy of a 1 :
1.85 flumethrin : imidacloprid mixture against larvae, nymphs
and adults of 1. ricinus and R. sanguineus and larvae and adults
of D. reticulatus ticks in a glass vial contact assay, 33467 (1
book, 3 copies).

33

Ketzis, J. & Stanneck, D., 2010, A Controlled, Randomized
Study to Confirm the Efficacy of Imidacloprid/Flumethrin
Containing Collars Against a Natural Infestation of Dog Lice
{Trichodectes canis) on Mixed Bred and Purebred Dogs, 33694
(1 book, 3 copies).

34

Fourie, J.Jd., 2010, Evaluation of the Efficacy of an
Imidacloprid/Flumethrin Collar Formulation on Dogs with
Naturally Acquired Infestations of Sarcoptes scabiel, 33691 (1
book, 3 copies).

35

Kruedewagen, E., 2010, In-vitro Efficacy of Hair Coat Samples
From Cats and Dogs Treated with Imidacloprid 10%/Flumethrin
4.5% Collars Against Ticks (R. sanguineus), 36172 (1 book, 3
copies).

36

Gyr, P. & Hopkins, T., 1885, Residues of BAY t 7391 10% w/v
Spot-on in the Coat of Dogs at Various Times After Treatment,
15962 (1 book, 3 copies).

37

Delport, P.C., 2010, Serum and Hair Coat Kinetics of an
Imidacloprid 10%/Flumethrin 4.56% Collar in Cats, 35642 (1
book, 3 copies).

38

Delport, P.C., 2010, Serum and Hair Coat Kinetics of an
Imidacloprid 10%/Flumethrin 4.5% Collar in Dogs, 35643 (1
book, 3 copies).

39

Jacobs, D.E., 1995, Imidacloprid Spot-on 10% (BAY t 7391} for
the Control of Fleas on Dogs - Clinical Field Study, 15749 (1
book, 3 copies).

40

Spilker, D.A., & Davis, W.L.., 2010, "Benefits of Flumethrin
Active Ingredient and the Imidacloprid/Flumethrin Collar for
Cats and Dogs (PNR1427)", 33860 (1 book, 3 copies).

41

Lunchick, C., 2010, Occupational and Residential Exposure
and Risk Assessment for PNR 1427 Dog and Cat Collars
Formulated with Imidacloprid and Flumethrin, 33861 (1 book, 3
copies).

42

Stanneck, D., 2010, Dosage of the imidacloprid 10%/flumethrin
4.5% collar and release of the active ingredients over time in
cats and dogs — Review Compilation, 35992 {1 book, 3 copies).
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Volume

Number Citation MRID Number
Kruedewagen, k., 2010, Soluble Surface Content of Flumethrin
43 and imidacloprid of a Collar Containing 10% imidacloprid plus
4.5% Flumethrin After Beeing Worn by Cats for Different Time
Periods, 35118 (1 book, 3 copies).
Company Official: Douglas A. Spilker, Ph.D., Manager
EPA Regulatory Affairs
Company Name: Bayer HealthCare LLC
Animal Health Division
Company Contact: Douglas A. Spilker, Ph.D.

Phone: (813} 268-2751
Fax: (913) 268-2135
Email: doug.spilker@bayer.com

Bayer HealthCare LLC
Page5of 5

154



: 3

Form Approved OMB Nos, 2070. s.}éo; 2070-0057; 2070-0f07; 2070-0122; 2070-0164

{ &?‘3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
S 1200 Pennsylvania Avenue, N.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reperting burden for this cotection of informaUon is esiimaled to average .25 hours per response for registralion
and 8.25 hours per response for reregistration and special review activilies, including lime for reading the instruclions and comnpleling ihe necessary forms. Send
commenis tegardiog burden eslimale or any other aspect of this cotlection of information, including suggestions for reduciog the burden to; Director, Cottection
Strategies Division (2822T), U.S. Environmental Prolection Agency, 1200 Pennsylvania Avenue, N.W., Washington, DC 20460, Do not send the completed form
1o this address.

Certificafion with Respect fo Cifation of Data

Applicant's/Registrant's Nama, Address, and Telephona Number EPA Registration Number/File Symbol. ;
Bayar HealthCare LLG, Animal Health Div., BOX 380, Shawnes Mission, KS 66201 (913-268-275f) | 11556-XXX :

— e
Active Ingredient{s} and/or representative test compound(s) Date ' 5 it
Imidacloprid; Flumethrin 23 RSO s
General Use Peftemn(s) (list all those claimed for this product using 40 CFR Part 158} Product Name b o7 P
Indoor; Non-food Use PNR 427 tnseclicide oot

F E}
NOTE: ¥ your product is a f00% repackaging of another purchased EPA-registered product labeled for all the same uses o4 your labal, you g4 not need lo

submit this form.  You must submit the Formulator's Exemption Statement (EPA Form 8570-27). - _ .

! am responding to a Data-Call-In Nolice, and have included with this form a list of companies sent offers of compensation (the Data -_'Z\ﬂ,a;r‘gx'@nn should
D be used for this purpose). i

Ty
L

SECTION t: METHOD OF DATA S$UPPGORT {Chack one mathod only)

! am using the cite-al! method of support, and have included with this form ! am using the selective method of support {or cite-all option
D a lisf of companies sent offers of compensation (the Data Matrix form under the selactive mathod), and havs included with this form a
should be used for this ptrpose). completed list of data requirements (tha Data Matrix form must be
used).

SECTON il: GENERAL OFFER TO PAY

{Required if using the cite-all method or when using the cite-all option under the selective method to safisfy one or more data requirements)

D ! hereby offer and agree to pay compensation, 1o other persons, with regard lo the approval of this application, to the extent required by FIFRA,

SECTLION Ht: CERTIFICATION

! certify that this application for registration, this form for reregistration, or this Data-Call-In response is supported by all data submitted or cited in the
application for registration, the form for reregistration, or the Data-Call-in response. In addition, if the cite-all option or cite-all option under the selective method is
indicated in Section 1, this application is supported by all data in the Agency's files that {1) concern the properties or effects of this product or an identical or
substantially similar product, or one or more of the ingredients in this product; and (2) is a type of data that would be required to be submitted under the data
requirements in effect on the date of approval of this application if the application sought the inilia! registration of a product of identical or similar composition and

uses .

| certify that for each exclusive use study cited in support of this registration or reregistration, that | am the oniginal data submitter or that | have oblained
the written permisslon of the original data submitter to cite thal study.

t certify that for each study cited in support of this registration or reregistration that is not an exclusive use study, either: (a} ! am the onginal data
submitter; {b) ! have obtained the permission of the orginal data submitter to use the study in support of this applicalion; {c) all periods of eligibility for
compensation have expired for the study; (d) the study is in the public iterature; or {g) | have nofified in writing the compeny thet submitted the study and have
offered (1) to pay compensation to the extent required by seclions 3(C){1)(F) andfor 3(c){2)B) of FIFRA; and (ji) to commence negotiations to determine the
amount and terms of compensation, if any, to be paid for the use of the study.

! certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of their delivery in
accordance with sections 3(c)(1)F) andfor 3{c}{2)(B) of FIFRA are available and will be submitted to the Agency upon request. Should ! fafl to produce such
evidence to the Agency upon request, | understand that the Agency may initiate action to deny, cancel or suspend the registration of my product in conformity with
FIFRA,

| certify thaf fhe sfaferments | have made ort fhis form and all attachments to It are true, accurate, and complete. | acknowledge thaf any
knowingly false or mlgleading statement may be punishable by fine or imprisonmenf or bofh under applicable taw.

Data Typed or Printed Name and Titke
23 ,%f 22 fo | Douglas A. Spiltker, Mgr. EPA Reg. Affairs
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C, 20460 Fonu

VJ

e

Approved OMB No. 2070-0060

20460. Do not seod the form to the address,

Paperwork Reduciion Acy Notice: Thie public reporting burden for this coliection of information is estimated to average 0.25 hours per responsc for registration activities and .023 hours per response
for information, including suggestions for reducing the burden to: Director, OPPE Informalion Management Division (2137}, U.S. Environnizntal Protection Agency, 401 M Steeet, 5.W., Washington, DC

DATA MATRIX . CONFIDENTIAL VERSION

i . i
s

Date: September 23, 2010 EPA Reg NoJFile Symbol: 11556-XXX Pape lof I8
Bayer Health Care, LLC Prodoct: PNRI427 Insecticide Ingredient: Flumelhrin {CAS 69770-45-2)
Animal Healih Division +  Flumethrin Technical (pages 1 -7) Imidacloprid {CAS 138261-41-3)
P.O. Box 390 . imidacloprid Technical (pages 8 -14)
Shawnes Mission, K§ 66201-0390 »  PNRI1427 Insecticide (pages 15— 18)
Guideline Guideline Study Name MRID Submitter §{ Stntus Report Number Comments
Refercnce Number
Number
Flumethrin Active Ingredient Specific (Pages I ~7)

Praduct Chemistry, Section I58.300

830.1550 Product identity and Composition 11556 OWN 23979 (BR 2625}

830.1600 Description of materials used to produce the

produtt 11556 OWN 23979 (BR 2625)

§30.1620 Description of production process 11556 OWN 23979 (BR 2625)

$30.1650 Deseription of formulation process N.A. - EP Only

830.1670 Discussion on formmtion of iinpurities 11556 OWN 23979 (BR 2625)

230.1700 Preliminary analysis 11556 OWN | 23979 (BR 2625)

830.1750 Certified of limits 11556 OWN 23979 (BR 2625)

8301800 Enforcement method 11556 OWN 23979 (BR 2625)

$30.1900 Submittal of samples Samples available upon request

£30.6302 Color 11556 OWN 23980 (BR 2624)

$30.0303 Physical state 11556 OWN 23930 (BR 2624)

830.6304 Odor 11556 OWN 23930 (BR 2624)

230.6313 Stahility 11556 OWN 23980 (BR 2624)

830.6314 Oxidizing f reduting action 11556 OWN 23980 (BR 2624)

830.6315 Flammability 11556 OWN 23980 (BR 2624)

830.6316 Explodability 11556 OWN 23980 (BR 2624}

830.6317 Storage siability 11556 OWN 23980 (BR 2624}

830.6319 Miscibility 11556 OWN | 23980 (BR 2624)

830.6320 Corrosion characteristics 11556 OWN 23980 (BR 2624}

83006321 Dielectric breakdown volt 11556 OWN 23980 {BR 2624)

830.7000 pH 11556 OWN 23930 (BR 2624)

BAH CONFIDENTIAL Data mawix PNR1427 Flu-imi-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.
WASRHINGTON, D.C. 204690 Ferm

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden l'or this collection ol information is estiniated to average 0.25 hours per respense for registration activities and .025 howrs per response
for infomuation, inchuling suggestions for reducing the burden to: Director, OPPE Information Maragement Division (2137), U8, Environinental Protection Agency, 401 M Strect, $.W,, Washington, DC
20460. Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: Septewber 23, 2010

EPA Reg No./Tile Symbeol: 115356-XXX

Pape 2al I8

P.0. Bex 390

Bayer Health Care, LLC
Animal Health Division

Shawnee Mission, KS 662010390

Product: PNR1I427 Imgecticide
s Flunethrin Technical (pages | -7)
*  linidacloprid Technical {pages 8 -14)
. PNR 1427 Insecticide {pages 15~ 18)

Ingredienl: Flunicthrin (CAS 69770-45-2 )
Imidacloprid (CAS 138261-41-3)

Guideline Guideline Study Name MRID Submitter Status Report Number Comments
Reference Nunther
Number
830.7050 UV/Visible absorption 11556 OWN 23980 (BR 2624)
830.7100 Viscosity 11556 OWN 23930 (BR 2624) N.A. - Not a liquid
£30.7200 Meking point 11556 OWN | 73980 (BR 2624)
830.7220 Bailing poinl 11556 OWN 23930 (BR 2624)
$30.7300 Density, bulk-density, or specific gravity 11556 OWN | 33930 (BR 2624)
830.7370 Dissociation conslant in water 11556 OWN 23980 (BR 2624) N.A. ~ Daes not dissociate
830.7520 Particle size, Bber length, and diameter distribution 11556 OWN | 23980 (BR 2624)
§30.7550
830.7560 Partition cocfficicnt (n-octanolfwater} 11556 OWN 23980 (BR 2624}
8307570
§30.7840
§30.7860 Water solubility 11556 OWN 23980 (BR 2624}
§30.7950 Vapor pressure 11556 OWN 23930 (BR 2624)

uatic non-target organisms data requirements, Section 158630

Terrestrial and ag

850.2100 Avian oral toxicity N.A.
850.2200 Avian dietary toxicity N.A.
£50.2400 Wild mammal toxicity N.A.
850.2300 Avian reproduction N.A,
850,2500 Simulated or actual lield testing N.A.
850.1075 Freshwater fish toxicity N.A.
850,1010 Acute toxicity freshwater invertebrates N.A.
830,1025 N.A.
850.1035

§30.1045 Aeute toxicity estuarine and marine organisiig

830.1055

830.1075

350.1300 Agualic invertcbrawes lifc cycle (freshwater) N.A.

BAH CONFIDENTIAL Data ntatrix PNR 1427 Flu-Imi-ElP 092310 doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Sireat, S.W.

WASRHINGTON, D.C, 20460 Form

Approved OMB No, 2070-0060

20460. Do not send the form 10 the address.

Paperwork Reduction Act Nuliee: The public reporting burden for this collectiun of infennarion is estimated to average 0.25 hours per response lor registration aclivities and .025 hours per response
for information, including suggestions for reducing the burden to; Director, OPPE In[urmation Management Divigion (2137), U.S. Environntental Proteclion Agency, 401 M Streer, W, Washington, DC

DATA MATRIX — CONFIDENTIAL VERSION

Date: September 23, 2010

EPA Reg NoJFilc Symbol: 11556-XXX

Page 3of I3

Bayer Health Caie, £LC

Aniinal Health Division

P.O. Box 390

Shawnez Mission, KS 66201.0390

Pruduet: PNRI427 secticide
. Flumnethrin Technical (pages | -1
. nidacloprid Technical {pages B -14)
«  PNRI427 Ingecticide (pages 15— 18)

Ingredient: Flumethrin (CAS 69770-45-2)
Imidaeloprid (CAS 138261-41-3)

gemrgrc‘}:}r::: Guidelinc Study Name %};11{])“ Submitter | Status Report Number Comments
Number
850.1350 Aquatie invertcbrates life cycle (saltwater) N.A.
850.1400 Fish carly-life stage (freshwater) N.A,
850.1400 Fish carly-life stage (saltwater) N.A,
850.1500 Fish life cycle N.A.
850.1710 Agquatic organisms bicavailability, N.A.
850.1730 biemagnifications, toxicity
850.1850
Simulated or actual ficld testing for aguatic N.A.
850.1950 organisims
850.1733 Whole sediment: acute frashwater invertebrates N.A.
850.1740 Wheole sediment: acute marine inverlebrates N.A.
850.3020 Honey bee acute contact (oxicity N.A.
850.3030 Honey bee toxicity of residues on foliage N.A.
850.3040 Field testing for pellinators N.A, oy
Toxicology, Section 158,500
870.1100 Acute oral toxicity - rat 11556 OWN 76064 (ID 239403
11556 OWN 14838 Supplemental
11556 OWN 18186 Supplemental
870.1200 Acwme dermal toxicity 11556 OWN TO063 (ID 23941)
) 11556 OWN 14837 Supplerental
870.1300 Acute inhzlation toxicity — rat 11556 OWN 16302
11556 OWN 17815 Filot swudy
Pilot study
11556 OWN 17317

BAH CONFIDENTIAL Daia matrix PNR 1427 Flu-lm-EP 09231 0.dec
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection ol information is estimated to average 0.25 hours per response [or registration activitics and .025 hours per response
for information, inciuding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Envirunntental Protection Agency. 401 M Street, $.W., Washington, DC
20460, Do not send the forni to the address.

DATA MATRIX - CONFIDENT{AL VERSION

Date: Septeinber 23, 2010 EPA Reg No./Fiic Symbol: 11556-XXX Page 40of I8
Bayer Health Care, LLC Product: PNRI427 Fnyeviticide Ingredient: Flumethrin (CAS 69770-45-2)
Animul Health Division s+ Flumethrin Technical (pages 1 -7) lniidacloprid (CAS 138261-41-3)
P.O. Box 390 *  Intidacloprid Technical (pages 8 -14)
Shawnee Mission, K3 66201-03%0 » PNR 1427 Insecticide (pages 15— 18)
Guideline Guideline Study Name MRID Submitter § Status Report Numbce Comments
Reference Number
Number
870.2400 Primary eye imitation — rabbit 11556 OWN 33853 Waiver request
11556 OWN 14967 Stuppicmental Study
870.2500 Prmary dermal imitation 11556 OWN 76066 (D 23942)
£70.2600 Dermal sensitization 11556 OWN 14561
870.6100 Delayed neurotoxicity {acute) - hen N.R. - Not an organcphosphate
§70.6200 Ageufc neurctoxicity - rat 11556 OWN 201861 (1D 32545) N.R. - Not an organophesphate
£70.3100 90-day oral - rodent No oral exposure
8703150 90-day feeding - non-rodent N.R. — Nonfood use
870.3200 21-day dermal - rabbit/rat N.R. — Nontood use
870.3250 90-day dermal toxicity 11556 OWN 32570
11556 OWN 30932 Pilot study lor 32570
_ 11556 OWN 30931 Pilot study for 32570 and 30932
870.3465 90-day inhalation 11556 OWN 18177
870.6100 28-day dejayed neurotoxicity - hen N.R. - Not an erganophosphate
270.6200 90-day neurotoxicity - rat 11556 OWN | 201706 (1D 32054)
8704100 Chronic oral toxicity - rodent 11556 OWN 19360 Listed as study type 870.4300 {(combined)
11556 OWN 15285 Pilot study for 1D 19360
£70.4200 Carcinogenicity — rat 11556 OWN 19350 Listed as study type 870.4300 {(combined)
11556 OWN 15285 Pilot study for ID 19360
£70.4200 Carcinogenicity — niouse 11556 OWN [9383 See protocol discussion
1556 OWN 18255 Pilot study for 1D [9383
870.3700 Developniental toxicity - rat 11556 OWN 18968
270.3700 Developmental toxicity — rabbit 11556 OWN 35286

BAH CONFIDENTIAL Data matrix PNR1427 Flulmi-EP 092310doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 Forin

Approved OMB Mo, 2070-0060

20460, Do not send the fornt to the address.

Paperwark Reduction Ac1 Notice: Thte pablie reporting burden l'or this collection of infurmation is estimated ty average 0.25 hours per responsc for registration activities and 025 hours per response
for inforntation, including suggestions for reducing Ihe burden ta: Divector, OPPE Infonnation Management Division (2137), U.S. Environirienlal Protection Ageney, 401 M Street, 5.W., Washinglen, DC

DATA MATRIX .. CONFIDENTIAL VERSION

Date: September 23, 2010 EPA Reg NoFile Symbol: 11556-XXX Page Sof 18
Bayer Health Care, LLC Produet: PNRI427 Insecticide Ingredient: Flumethrin (CAS 69770-45-2 )
Anirial Heahh Division e Flumethrin Technical {pages 1 -7) Imidacloprid (CAS 138261-41-3)
.0, Box 390 *  Imidacloprid Technical (pages 8 -14)
Shawnee Mission, KS 66201-0390 *  PNEI1427 Inseeticide (pages 15— 18)
Guideline Guideline Study Name MRID Submitter Status Report Number Commerits
Reference Number
Number
870.3800 Reproduction and fertility effeets 11556 OWN 32775
11556 OWN 13252 Pilut study for 32775
11556 OWN 30322 Pilot swdy for 32775
11556 OWN 30686 Pilot study for 32775
11556 QWN 30517 Supplerient te 30686
B70.6300 Developmental ncurotoxicity 11556 OWN 201747 {ID 32365)
870.5100 Bacterial reverse mutation assay 11556 OWN 14173
11556 OWN 14174
11556 OWN 30687
§70.5300 I vitro marminalian cell assay 11556 OWN 15461
870.3375 11556 OWN 31492
11556 OWN 74691 (1D 16145}
11556 OWN 31489
§70.5385 In witro cytogenetics 11556 OWN 30051
870.5395 11356 OWN 15198
870.5550 Unscheduled DNA Symhesis 11556 OWN 14867
870.7485 Metabolism and pharmacokinetics 11556 OWN 14368
11556 OWN 22813
11556 OWN 30971
11556 OWHN 15839 Cattle — Supplemental Study
11556 OWN 22818 Sheep - Supplemental Study
115356 OWN 22819 Sheep — Supplemental Study
. 11356 OWN 15987 Cattle — Supplemental Study
870.7200 Companion animal safety N.A, for EP Only
870.7600 Dermal penctration N.R. ~ Scc Risk Assessment

BAH CONFIDENTIAL Data mawix PNR1427 Fludni-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, SW.
WASHINGTON, £2.C. 20460 Form

Approved OME No. 2070-0060

20460, Bo not send the lorm to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of information i estimated Lo average 0.23 hours per response Lor registration activities and .025 hours per response
for information, inclading suggestions for reduicing the burden to: Birector, OPPE Infonmation Management Division (2137}, U.S. Environuental Proteclion Agency, 401 M Street, $.W., Washington, DC

DATA MATRIX - CONFTDENTIAL VERSTON

Date; Sepember 23, 2010 EPA Reg No.fFile Bymbol: 11556-XXX Poge 6of 18
Bayer Bealth Care, LLC Product: PNRI427 Insecticide Ingredients Flumethrin (CAS 69770-45-2)
Anirnal Health Division e Flumethdn Techaoieal (pages | -7 Imidacloprid (CAS 138261-41-3)
P.O. Box 390 . Iwidacloprid Technical {pages 3 -14)
Shawnee Mission, K8 66201-0390 o PNRI427 Insecticide (pages 15~ [8)
Guideline Guidelivie Sludy Name MRID Sulwitter | Status Reporl Number Comments
Reference Number
Number

870.7800 Linmunotoxicity 11556 OWN 33217

£75.2400 Post-Application Expunsure (Ocrmal) N.A. EP Ounly

None Requested by Agency in Pre-Reg Meeting of
1998 EMEA Sommary/Overview on Flametliitin 115356 OWN 35038 11711406
None 1996 FAO/WHO IMPR Monograph for Requested by Agency in Pre-Reg Meeting of
Flumelhrin 11556 OWN 35059 11411406

Environmental Fale, Section 158.1300

835.2120 Hydrolysis N.A.

§35.2240 Photodegradation - waler N.A.

§35.2410 Photodenradation - soil N.A.

8332370 Photodegradation - air N.A.

835.4100 Aerobic soil metabolism N.A.

8354200 Anzerpbic soil metabolism N.A.

835.4300 Aerobic aguatic melabolisia N.A.

835.4400 Anaerobic aguatic metabolism N.A,

835.1230 N.A.

835.1240 Leaching / adsorpiion/desorption

®35.1410 Volaility - laboratury N.A.

835.8100 Yolatility - fiskd N.A.

8356100 Terrestrial ficld dissipadon N.A,

833.6200 Aguatic (sediment} LA

£35.6300 Forestry N.A.

8356400 Combination and tank mixes N.A,

8357100 Ground waler monitoring, N.A,

BAR CONFIDENTIAL Oata matrix PNR 1427 Flu-lni-EP 0923 0 doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Streel, 5.W.
WASHINGTON, D.C. 20460 Fom

Approved OMB No, 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of inforination is estinated Lo average 0,25 liours per response for registration activitics and 025 hours per response
for information, including suggestions for reducing the burden (o: Dircctor, QPPE Information Managernent Division (2137), U.S. Environmental Prolection Agency, 401 M Street, $.W., Washington, DC
20460, Do not send the form to the address,

BATA MATRIX - CONFIDENTIAL VERSION

Dale: Seplember 23, 2010

EPA Reg No./File Symbol: 11556- XXX

Page 7of §8

P.Q. Box 390

Bayer Health Care, 1L
Animat Health Division

Shuwnee Mission, KS 6620¢-0390

Product: PNRI1427 Insecticide
+  Flumethrin Teclwical {pages [ -7}
. hnidacloprd Technical (papes 8 - 14}
+  PNRI427 Insecticide (pages 15 - 18}

Ingredient: Fumcthrin (CAS 69770-45-2 )
Imidacloprid {CAS 13826 1-41-3)

Guideline Guideline Study Name MRID Submitter | Status Report Number Comrments
Reference Number
Number
Residye Chemistry, Section 158.1410
Nature of residue - planis N.A.
Nature of residue - livestock and poultry N.A
Residue analytical method - plants N.A.
Residue analytical methiod - animal N.A,
Storage stability N.A.
Magnitude of residues - meatmilkipoultry/ege N.A.
Magnitude of residue - crop field triaks N.A.
Magnilude of residue - processed food/feed N.A.
Method validation/ multiresidue methad N.A.
None Benefils Reporis N.A.
None Dietary Analysis MN.A.
8103300 Treatmenls to contred pesis of humans and pets N.A.for EP Cunly

BAH CONFIDENTIAL Dala matrix, PNR1427 Flu-iini-EP 092310 doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Sweet, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for Wis collection of infortnation is estiniated to average (.25 hiours per response for registration activities and .025 hours per response
for information, including suggestions for reducing the burden lo: Divector, OPPE lafontiation Management Division (2137), U.S. Enviconmental Profection Agency, 401 M Sureet, 8.W., Washinglon, DC
20460. Do not send Lhe form 1o the address,

DATA MATRIX - CONFIDENTIAL VERSION

Date: Sepember 23, 2010 EPA Reg No./File Symbol: F1556-XXX Page 8$of 13
Bayer Health Care, LLC Producl: PNRIH27 Insecticide Ingredierit; Flumethrin (CAS 69770-45-2 }
Animal Health Division e Flumethrin Technical (pages 1 -7} hinidacloprid (CAS 138261-41-3]
P.O. Box 390 +  Imidacloprid Technical {pages 8 -14)
Shawnes Mission, K§ 66201-0390 +«  PNRI4Z7 Insecticide (pages 15— 18)
Guidcline Guideline Study Name MRID Submilter | Status Report Number Comments
Reference Numbcr
Number
Imidacloprid Active Ingredient Specific (Pages 8 — 14)
Product Chemiistry, Section 158,240
42055302 264 PER BR 1759 (TGATD
61-1 Chemical identity 43306001 264 PER BR 1879 (TGADL
42055302 264 DER | BR 1759 (TGAl)
43306001 264 PER | BR 1879 (TGAD
61-2 Statemnent of Composition 42270801 264 PER BR 1785 (TGAL
613 Formation of impurities 4203553202 264 PER BR 1759 (TGAl)
42055303 264 FER BR 1760 (TGAD)
43306002 264 PER BE 1880 (TGAL)
62-1 Preliminary malysis 42270802 264 PER BR 1786 (TGAD
42055303 264 PER BR 1760 (TGAL) -
62-2 Cenifieation of Emits 43306002 264 PER BR 1880 (TGAD
42055303 264 PER BR 1760 (TGAI
43213001 264 PER BR 1874 (TGAI
62-3 Analytical method 43306002 264 PER BR 1880 (TGAD
63-1 Chemical and Physical Properlies 42055304 264 PER BR 1761 (TGAl)
63-2 Appearance: 42055304 264 PER BR. 1761 {TGAI)
63-3 Physical slale 42055304 264 PER BR 1761 {TGAL)
63-4 Qudor 42055304 264 PER BR 1761 (TGAD
63-5 Melting poinl 42055304 264 PER BR {761 (TGAY)
636 Boiling point 420535304 264 PER ] BR 176 H{TGAI
63-7 Deasity 42055304 264 PER BR 1761 (TGAD

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 5.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460, Do not send the form Lo the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estiinated (o average 0.25 Liours per response Lor registration activities and .023 hours per response
for information, including suggestions for reducing (he burden to; Director, QPFE Infonnation Managenient Division (2137), U.5. Eavironmental Protection Agency, 401 M Street, 8.W., Washinglon, DC

DATA MATRIX - CONFIDENTIAL VERSION

Dae: Seplember 23, 2010

EPA Reg No./File Symbol:

11556-XXX

Page Sof I8

Bayer Health Care, L1C

Anintal Health Division

P.O. Box 390

Shawnee Mission, K§ 66201-0390

Product:

PNRI427 Insecticide

»  Flumethrin Techuical {pages | -7)
e lnidacloprid Teclinical {pages § -14)
+  PNRI427 Inseclicide (pages 15~ 18)

Ingredienl: Flurnethrn (CAS 69770-45-2 )
lanidacloprid (CAS 138261-41-3)

Guideline Guideline Study Name MRI} Submitter | Status Report Number Comments
Reforence Number
Number
63-8 Solubdity 42055304 264 PER | BR 1761 (TGAD
639 Vapor pressure 42055304 264 PER BR 1761 (TGAI
63-10 Dissocialion conslam N.A. - Does nol dissociale
63-11 Qelanol /. waler parlition 42055304 264 PER BR 1761 (TGAl)
63-12 pH 42055304 264 PER BR 1761 (TGAD
63-13 Stabitity 42055304 264 PER BR 1761 (TGAD
63-14 Oxidizing / reducing action N.A. - No oxidative or reductive characleristics
63-15 Flannnability 42055304 264 PER BR 1761 (TGAD
63-16 Explodability 42055304 264 PER BR 1761 (TGAD
63-17 Storage stability 42085304 264 PER BR 1761 (TGAI
63-18 Viscosity N.A. - Solid
63-19 Miscibility N.A. - Sclid
63-20 Cormresion characlenistics 42055304 264 PER BR 176] (TGAD)
63-21 Dielectric breakdown volt N.A.- Solid
64-1 Submittal of samples Samples available upon request
Wildlite and Aquatic Organisms, Section 158,490
Fl-1 Acule avian oral - quailfduck N.A.
71-2(a) Avian dietary - quail N.A.
71-2(b) Avian dietary - duck N.A.
7i-3 Wild maminal (exicity N.A.
7i-4(a) Avian reproduction - quail N.A.
71-4{b) Avian reproduciion ~ duck N.A.
71-5 Simulated or actual Field study N.A.
72-1{a} Fish Loxicity - bluegill N.A.

BAH CONFIDENTIAL Data matrix PNR 1427 Flu-lini-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,
WASHINGTON, D.C. 20460 Fonn

Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting borden for this eolleetion of inforination is estintated to average 0.25 hours per response for repistration activities and .025 hours per response
for information, including supgestions for reducing the burden to: Director, OPPE information Managenient Division (2137), ULS. Environmental Proteetion Agency, 401 M Street, 5.W., Washington, DC
20460, Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: September 23, 2010

EPA Reg No./File Symbol:

11556-XXX

Page 10 of I8

P.O. Box 390

Bayer Heaith Care, LLC
Animal Heaith Division

Shawnee Mission, XS 66201-0390

Produet:

PNR 1427 Insecticide

Flumetirin Technical (pages 1 -7)
Imidacloprid Tectinical {pages § -14)
PNR 1427 Insecticide {pages 15~ 18)

Ingredient: Flumethrin (CAS 69770-45-2 )
imigacloprid (CAS 138261-41-3)

Guidcline Guidcline Study Name MRID Submitter | Stalus Reporl Number Comments
Reference Numbcer
Nomber
72-1{b) Fish toxicity biuvegill - wp N.A.
72-2{a} Invertebrate toxicity - Daplinia N.A.
T2-20) Invertebrate toxicity - Amphipods N.A.
T3-2e) Acute aquatie invertcbrate toxicity - Chironomids N.A.
72-3(a) Estuarine / marine toxicity - fish N.A.
72-3(b) Estuarinc / marine toxieity - mollusk MA.
72-3(c) Estuarine/marine toxieity - shinp N.A
72-Ha) Early life stage - fish N.A,
F2-4(0) Life cycle invertebrate N.A.
727 Simolated or actual field study N.A.
None Foliar balf-ife and disiribution for potatocs N.A.
Runoff and Erosion predielions for
None apple/potatofcotion M.A.
None Risk assessmant for apple/potato/eatton N.A.
Toxicology, Section 158.340
8l-1 Acute oral toxicily rat 420155331 264 PER Report No. 100040 (TGAL
31-2 Acute dermal toxieily, rat/rabbit 42055332 264 PER Report No. 100041 {TGAT)
42055333 264 PER Report No, 99806 (TGAL
813 Acute inhalation toxicity, ft 42286101 264 PER Report No. 99806-1 (TGAL
8l-4 Primary eye iritation - rabbit 42055334 264 PER Report Ne. 99679 (TGAD
81-5 Primary dermal irritation - rabbit 42055335 264 PER Report No. 99804 (TGAL
§1-6 Dermal sensilization - guinea pig 42055336 264 PER Report No, 99800 (TGAL}

BAH COMNFIDENTIAL Data mairix PNR 1427 Flu-lmi-EP 09231 0.doc

165



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do ne! send the form to the address,

Paperwork Reduction Act Notice: The public reporting burden for this collection ol information is estimated to average 0.25 hours per respense [or registration activities and .025 hours per response
for information, including snggestions for reducing the burden to: Dircetor, OPPE Information Manageynent Division (2137), U.S. Environmental Prolection Agency, 401 M Steeet, $.W., Washington, DC

DATA MATRIX ~ CONFIDENTIAL VERSION

Dae: September 23, 2010

EPA Reg NoJFile Symbol:  11556-XXX

Page 11of I8

Bayer Health Care, {.LC
Animal Health Division
P.0O. Box 390

Shawnee Mission, K8 66201-0390

Product:
L
L

PNRIA27 Insecticide
Flumethrin Technical {pages 1 -7)
Imidacloprid Technical {pages 8 -14)
PNR 1427 Insecticide (pages 15— 18)

Ingredient:  Flumetiinin (CAS 6977(0-45-2 )
Imidacloprd {(CAS 138261-41-3)

Guideling Guideline Study Name MRID Submitter Status Reporl Number Comments
Reference Number
Number
43170301 264 PER Report No. 106348
43285801 264 PER Report No. 106348-1
81-8(88) Acute neurioxicity 42770301 264 PER Report No, 103979
82-1(a) 90-day feeding - rodent 42256327 264 PER Report No. 100036
82-1(h) 90-day feeding - non-rodent 42256328 264 PER Report No. 100176
42256329 2064 PER Report No. 100688
82-2 21-day dermal - rabbit/rat 48024009 264 PEE Report No, M-357205
82-5(b) 90 day nenrotoxicity - mammal 43286401 264 PER Report No. 106356
42256331 264 PER Report No. 100652
42256332 264 PER Report No. 101931
42256333 2064 PER Report No. 102658
83-1{a) Chronic feeding oxicity - rodent 42256334 264 PER Report No. 99672
83-1{b) Chronic feeding toxicity - non-rodent 42273002 264 PER Report No., 100415
4225633 264 PER Report No. 100632
42256332 264 PER Report No. 101931
42256333 264 PEE Reporl No. 102638
83-2(a) Oncogenicity - rat 42256334 204 PER Report No. 99672
42256335 264 PER Report No. 100693
42256336 264 PER Report No. 131929
83-2(b) Oncogenicity - mouse 42256337 264 PER Report No. 99808 -
23-3(a) Developmental toxicity - rai 42256338 264 PER Report No. 98571
83-3(b) Developmental toxicity - rabbit 42256339 264 PER Report Mo, 98572
83-4 Two generation reproduction - rat 42256340 264 FER Report No. 100647

BAH CONFIDENTIAL, Data matrix PNR 1427 Flu-mi-EP 0923 10.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sueet, 5.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No, 2070-0060

Puperwork Reduttion Act Notice: The public reporting burden [or this collection of infermation is estimated 1o average 0.25 hours per response for registration activities and .25 hours per response
Lor information, including suggestions [or reducing (he hyrden wo: Direclor, OPPE Inforination Management Division (2137), U.S. Envivonmental Protection Agency, 461 M Street, 3.W., Washington, DC
2(0460. Do not send the form (o the address,

DATA MATRIX - CONFIDENTIAL VERSION

Date: September 23, 2010 EPA Reg NoJ/File Symbol: 11556-XXX Page 120f I8
Bayer Health Care, LLC Product: PNREA2T Fryectioide Ingredient: Flumethrin (CAS 69770-45-2)
Agimal Health Division e Flumethrin Technical (pages | -7) Imidaclopeid (CAS 138261-41-3)
10, Box 390 «  Tlnidacloprid Technical {pages § -14)
Shawnee Mission, K§ 66201-03%0 s PNRI427 Insecticide (pages 15— 18)
Guideline Guideline Study Nairn MRID Submitter | Status Report Number Comments
Reference Number
Number
42256341 264 PER Report No. 101276
42256342 264 PER Report No. 98584
84-2(a) Gene mutation {anies s 42256343 264 PER Report No. 98570
42256344 264 PER Report No. 100021
42256345 264 PER Report No, 99262
42256346 264 PER Repont No. 99257
42356347 264 PER Report No. 102652
42256348 264 PER Report No. 102654
84-2(b} Structural ehremnesemal abermaton 43256349 264 PER Report No. 102655
42256350 264 PER Report No. 99676
42256351 264 PER Report No. 101275
42256352 264 PER Report No. 98573
8d-4 Other genotoxic eflects 42256353 264 PER Report No. 102653
42256354 264 PER Report No. 101599
42256355 264 PER Report No. 87264
43256356 264 PER Report No. §7265
§5-1 General inetabolism 42256357 264 PER Report No. 102617
N.A. for EP Cnly
§70.7200
(86-1) Domestic Animal Salety
95-3 Elficacy N.A. for EP Cnly
Plant Protection, Sectior: 158.540
122.2 Agquatic plant growlh N.A.
1232 Aquatie plant growth N.A,
141-1 Honey bec acute conlact N, A,

BAH CONFIBDENTIAL Data matrix PN 1427 Flu-lmi-EP 0692310.doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
431 M Streer, 8.W.
WASHINGTON, I.C. 20460 Form

Approved OMDB No. 2070-0060

20460, Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection o information is estiniated to average 0.25 hours per response for registration activities and .025 hours per response
for information, including suggestions Ior reducing the burden to: Director, OPPE Information Mauagement Division (2137), U.S. Environmental Protection Agency, 401 M Streel, 5,W., Washington, DC

DATA MATRIX - CONFIDENTIAL VERSION

Date; September 23, 2010

LPA Reg No/File Symbot: 11556-XXX

Page 13 of 18

Bayer Health Care, LLC

Auntinal Health Division

P.0. Box 350

Shownee Mission, K5 66201-0390

Product: PNR1427 Inseclicide
. Flumethein Techuical (pages 1-7)
. Imidaclopsitl Technical (pages 8 -14)
o  PNR1427 Insccticide (pages 15 - 18)

Ingredient; Flunethrin (CAS 6§9770-45.2)
huidacloprid {CAS [38261-41-3)

Guidelue Guideline Study Nome MRID Submitter | Seatns Report Number Commenls
Reference Number
Number
141-2 Honey hee residue on foliage [ | N.A.
Reenitry Protection, Section 158.390
42256386 264 PER Report Mo, 94273
230-236 . | Mixerfloader/applicator cxposure 43790701 11556 OWN Report No. 106743
Environmental Fate, Section 158,298
161-1 Hydrolysis N.A.
161-2 Photodegradation - waler MN.A.
161-3 Photodegradation - soil N.A.
162-1 Aerobic soll metabolism N.A.
162-2 Anerobic soil metabolism NA.
1623 Anaerobie aquatie metabolism N.A.
163-1 Leaching / adsorption/desorption N.A,
164-1 Terrestrial field dissipation N.A,
163-1 Confined rotational crop N.A. ~
165-2 Ficld rotational crop N.A,
166-1 Ground water - small prospective N.A,
None Environmenlal fate sommary N.A.
Residue, Seétion 158.240
171-4{a) Nature of residue - plants N.AL
171-4(b) Nature of residue - livestock and pouliry N.A.
171-4(c) Residue analytical method - plants N.A.
171-4{d) Residue nnalytical method - animal MN.A.
I71-4{e} Storage stability N.A,
F71-4(3) Magnitudc of residues - meatmilk/poultry/epg N.A.
171-4(k} Magnitude of residuc - erop fiald tials N.A.
171-4{1) MN.AL

BAH CONFIDENTIAL Data matrix PNR1427 Flu-Imi-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Steet, S.W.
WASHINGTON, In.C. 20460 Form

Approved OMB No. 2070-0060

20460. Do not send the fom to the address.

Paperwork Reduction Act Notice: The public reporting burden for this colicction of infurmation is estimated to average 0,25 hours per response [or registration activities and 025 hours per response
lewr infonmation, including suggestions for reducing the burden to: Director, OPPE Information Management Oivision (2137), U.5. Environmental Protection Agency, 401 M Street, $.W., Washington, PC

DATA MATRIX - CONFIDENTIAL VERSION

Date: September 23, 2010

EPA Reg No./File Symbol: 11556-XXX

Page 140l 18

Bayer Health Care, LLC Producl: PNRI427 Insecticide Ingredient: Flumethiin (CAS 69770-45-2 )
Amimai Health Division *  Flunethrin Technical (pages ) -7) Imidacloprid (CAS §38261-41-3)
P.O. Box 390 +  Imidaclopnid Technical (pages 8 -14)
Shawnee Mission, KS 66201-0390 e PNRI427 Insecticide {pages 15~ 18)
Gatideline Guideline Study Name MRID Submitter | Status Report Number Comments
Reference Number
Number
Magnitude of residue - processed food/feed
171-4(m) Method validation/ multiresidue method N.A.
None Benefits Reports N.A,
Nonc Dietary Analysis N.A,

BAH CONFIDENTIAL Data matix PNR 1427 Flu-kmi-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sueel, 5.W,
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070-(060
Paperwork Reduction Act Notice: The public reparting hurden for this collection of information is estilnated to average 0.25 hours per response for egistration activities and .025 hiows per response

for information, including supgestions for reducing the burden to: Direclor, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, $.W., Washingten, DC
20460. Do oot send the fonn to the address,

DATA MATRIX - CONFIDENTIAL VERSLON

Dale: Seplemnber 23, 2010 EPA Reg No./File Symbol: 11556-XXX Page 150f 18

Bayer Heall C:ube,‘L‘DC Product: PNRIL27 Insecticide Ingredicut: Flumethrin (CAS 69770-45-2)
Animal Health Division e Flumethrin Technical {pages 1 -7) Iniidacloprid (CAS 138261-41-3)
P.Q. Box 39‘G ‘ *  Imjdacloprid Technical (pages 8 -14)

Shawnes Mission, K§ 66201-0390 e PNRI427 Insecticide (pages 15— 18)

Guidelinc Guideline Sfudy Name MRID Submitter | Status Repor! Number Comments

Reference Number

Numhber

PNR 1427 Insecticide End-Use Product Specific (Pages 15— 18)

Product Chemistry, Section 158.240

830.1550 | Product identity and Composition 11556 OWN 33752
830.1600 Descriptioo of materials used to produce the 33752
prodoct 11556 OWN

830.1620 Description of production process 11556 OWN 33752

830.1650 Deseription of fermulation process 11556 OWN 33752

830.1670 Discussion on formation of impurities 11556 OWN 33752

§30.1700 Prelininary analysis N.A. TGAI Only

830.1750 Certificd of limits 11556 OWN 33752

830.1800 Enforcement methed 11556 OWN 33752

8301900 Submittal of samples Samples available upon reguest .

8306302 Color 11556 OWN 33752

§3(.,6303 Physical siate 11556 OWN 33752

£30.6304 Odor 11556 OWN 33752

83016313 Siability N.A. ~ TGAL Qnly

830.6314 Oxidizing / reducing action N.A.~ EP not conlain an oxidizing or reducing agent

3306315 Flammakbility N.R. ~ This preduct is nol considered a combustible
liguid, because the closed up flashprint for all the
ingredients is > 199°F.
N.R. - This product dees not contain any explosive

830.6316 Explodability ingredients.

83016317 Storage stability Pending; Available 3/31/2011

830,6319 Miscibilily N.R. ~ This product is not an emulsifiable type

BAR CONFIDENTIAL, Data miatrix PNR 1427 Flu-Imi-EP (923 10doe
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Srreet, 3.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0050

20460, 120 not send the form to the address.

Paperwork Reduction Aet Notice: The public reporting burden for this collection of infornation is estimated 10 average 0.25 hours per response for regisiration activities and 025 hours per response
for information, ineluding supgestions for reducing the burden lo: Director, OPPE Inl'ormation Manageiuent ivision (2137), 1.8, Enviroumenlal Proteetion Agency, 401 M Street, 5.W,, Washington, [C

DATA MATRIX - CONIFIDENTIAL VERSION

Date: September 23, 2010 EPA Reg No/File Symbaol: 11556-XXX Pape 16 0f 18
Bayer Health Care, LLC Product: PNRI427 Insecticide Ingredient:  Flumesthrin (CAS 69770-45-2 3
Animal Health Division «  Flunethrin Technical (pages ! -7) Inidacloprid (CAS 138261-41-3)
P.0. Box 390 = lnidacloprd Technical {pages 8 -14)
Shawnee Misston, K$ 66201-03%0 s PNRI1427 Insecticide (pages 15 - 18)
g;!;fﬂ:}l::i Guideline Study Name glfrﬁ))cr Submitter | Status Report Number Comments
Nurmber
830.6320 Corrosion charateristics Pending; Avatlable 3/31/2011
830.6321 Dielectric breakdown volt N.A, — Not intended vse around electrical equipmenl
N.A. — product not soluble in water and therefors pH
330.7000 pE not required,
£30.7050 UW/Visible absorption N.A. - TGAI Only
N.A. - This produet is a solid and viscosity is not
8307100 Viseosity applicable.
§30.7200 Melting point N.A.~TGAI Only
£30,7220 Boiling point N.A. - TGAT Only
830.7300 Density, bulk-density, or specific gravity
830.7370 Iigsoeiation constant in water N.A. - TGAI Ooly
830,7520 Particke size, fiber length, and diameter distribution N.A. = Nonfiberous product
§30.7550
830.7560 Partition coefficient {n-octanol/water) N.A. - TGAl Only
830.7570
$30.7840
830.7860 Water solubility N.A. ~ TGAI Only
830.7950 ¥apor pressufc N.A. - TGAZ Only
Toxicology, Section 158,500
870.1100 Acule oral toxicity - rat 11556 OWN { 33854 Waiver request
870.1200 Aeute dermal toxieity 11556 OWN 33855 Waiver request
870, 1300 Acule inhalation toxicity - rat 11556 OWN 33856 Waiver request
870.2400 Primary eye irtitation - rabbit 11556 OWN 33857 Waiver request
£70.2500 Primary dermal irritatiorn 11558 owN | 3510
870.2600 IDermal sensitization 11556 OWN 33750
870.6100 Delayed reurstoxicity {acute) - hen N.I. - Not an organcphosphate

BAH CONFIDENTIAL 2ata matrix PNR {427 Flu-lmi-EP 092310.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sireet, S.W,
WASHINGTON, D.C. 2046( Form
Approved OMB No. 2070-0060
Paperwork Reduction Act Notice: The public reporting burden [or this collection of inlormation is estintaed o average (.25 hours per response for regisiration activities and .0235 hours per response

for infomtation, including suggestions for reducing the burden to: Director, OPPE Informuation Manageiment Division (2137), 115, Enviromuental Protection Agency, 401 M Street, $.W., Washington, DC
20460. Do not send the form to the address.

DATA MATRIX - CONFIDENTIAL VERSION

Date: Sepieinber 23, 2010 EPA Reg No./Tilc Symhol: 115356-XXX Page 7ol 18
Bayer Health Care, LI.C Product: PNR1427 Yusecticide Tngredicnt:  Flumethrin (CAS 69770-45-2 )
Animal Health Division »  Fluethrin Technical (pages T -7) Inidaclopric (CAS 138261-41-3)
.0, Box 3%0 «  liidacloprid Technical (pages 8 -14)
Shawnee Mission, KS 662010390 . PNR 1427 Insecticide (pages 15— 18)
Guideline Gaideline Study Name MRID Submitter Status Report Number Commenls
Refercace Number
Number
870.6200 Acute neurctoxicily - rat N.R. ~ Not an organcphosphate
8703100 90-day oral - rodent N.R.
270.3200 21-day devrmal - rabbit/rat N.R. - Non-foud use
270.3250 90-day dermal N.R. - Collar not affeet uptake
870.7200 Companion animal safety 11356 OWN 33800 Adult cat safety stody
11556 OWN 33826 Amendment 1o aduk cat study 33800
11556 OWN 33805 Adult dog safety stdy
11556 OWN 33806 Puppy safuty study
11556 OWN 33824 Kitten safety study
11556 OWN 33822 Reflector study (puppy)
11556 OWN 33823 Reflector study (kitten)
11556 OWN 35986 Reflector study (adult cat)
11556 OWN 35037 Reflector Study (adult dog}
Product Performance, Section 158.400
810.3300 Treatments to control pests of humans and pets
11556 OWN 33801 Fleas and ticks (dogs)
11556 OWN 33802 Fleas and ticks (cats)
Efficacy with bathing and water iinmersion against
11556 OWN 33803 ticks and fleas
11556 OWN 35630 Fleas and ticks [Ixodes ricinis) {cats)
Adult and larvacidal flea control; repellency and tick
11556 OWN 35631 control (dogs)
11556 OWN 35633 Adult and larvacidal fleas, ticks study {cats)
11556 OWN 356044 Field studies ~ fleas and ticks (cals)
11556 OWN 35645 Field studies— fleas and ticks {dogs)

BAH CONFI2ENTIAL Data matrix PNRI427 Flo-ln-EP 092310.doe
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UNITED STATES ENYIRONMENTAL PROTECTION AGENCY
401 M Steest, S.W.
WASHINGTON, D.C. 20460 Fomm

Approved OMB No. 2070-0060

20460. Do not send the form to the address.

Paperwork Reduction Act Notice: The public reporting burden for this collection of infonnation is estimaled to average 0.235 hours per respense For registration activities and .025 hours per 1esponse
for information, including suggestions for reducing the burden tor Director, OPPE Information Management Division (2137}, U.S. Enviromnental Protection Agency, 401 M Strect, 5.W., Washington, DC

DATA MATRIX - CONFIDENTIAL VERSION

BAH CONFIDENTIAL Data matrix PNR 1427 Flu-lmi-EP 092310.duoc

Date: Scptember 23, 2010 ErA Reg NoJ/File Symbel: 11556-XXX Page 18 of I8
Bayer Health Care, LLC Product: PNRI427 Insecticide Ingredient:  Flumethoin (CAS 69770-45-23
Animal Health Division «  Flumethein Technical (pages 1 -7 Imidacloprid (CAS 138261-41-3)
P.G. Box 350 «  lwitlacloprid Technical (pages § -14
Shawnee Mission, K§ 66201-0390 o PNRI1427 Insecticide {pages 15—~ 18}
Guideline Guideline Study Nomw: MRID Scbmitter | Status Report Number Comments
Reference Number
Number
Treaunents to control pests of pets (cont’d} 11556 OWN 33980 Speed of kill for fleas (cats)
L1556 OWN 35987 Speed of kill for fleas (dogs)
11556 OWN 33404 Ixodzs Bridging study
11556 OWN 35981 Ticks [Ixodcs ricinis] {cats)
11356 OWN 35979 Ticks [Ixodes ricinis] {dogs)
11556 OWN 35982 Repeliency and control of ticks (dogs)
11556 OWN 3467 Juvenile Ticks
11556 OWN 33694 Lice {Tvichodectes canis)
11556 OWN 33691 Sarcoptic mange
L1356 OWN 36172 Hair clipping study ~ Repeliency and efficacy
11356 OWN 15962 Hair clipping study
11556 OWN 35642 Scrom and haircoat kinetics in cats
11556 OWN 35643 Servm and haircoat kinelics in dogs
11556 OWN 15749 Advantage Efficacy against C. canis
Miscellancous
None Benefits Document (In the Public Intcresi} 11556 OWN 33860 Submitted w/ Fiumethrin Techmical Application
None ORE Risk Assessiment 11556 OWN 33861
None Release Rate Compilation 11556 OWN 35992
Nonc Soluhie Surface Content of Collar 11556 OWN | 35118
. Douglas A, Spitker
Signalure M / - W Manﬁger, EPE\ Regutatory Alfairs (;3 W (Qé)/ [+]
U 4 4
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saver CropScience

September 7, 2010

Document Processing Desk

Office of Pesticide Programs {7505P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, Virginia 22202-4501

Attention: Ms. Venus Eagle (PM 01, RD)

Re:  Letter of Authorization: Imidacloprid
Bayer HealthCare LLC, Animal Health Division (BHC) -
Applications for Registration of PNR1427 Insecticide

Bayer CropScience
2T, Alexander Drive
PO, Box 12014
Research Triangle Park,

Dear Ms. Eagle, NC 27709
Tek: 919 5492000

Bayer CropScience LP (BCS) hereby authorizes the Agency to refer to and rely
on any research and/or test data on our active in %redient imidaclopnd (the
active ingredient in ADMIRE® and PROVADO®) in support of the
applications for registration of PNR1427 Insecticide submitted by Bayer
HealthCare 1L.I.C, Animal Health Division (BHC), P.O. Box 390, Shawnee
Mission, KS, 66201-0390.

Furthermore, BCS and BHC are wholly owned subsidiaries of Bayer
Corporation. Both companies seek product registrations for products
containing the active ingredient imidacloprid, Any confidential business
information released by the Agency in data evaluation records or other
documents for company number 264 can be disclosed without restriction to
the BHC, company number 11556. In addition, the Agency is authorized to
refer to any research and/or test data submitted under company number 264 in
support of applications for registration from Bayer HealthCare LLC, Animal
Health Division (BHC), company number 11556,

Prriog
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Please contact me at jamin.huang@bavercropscience.com or at 919-549-2634 if you have any
questions regarding this submission.

Sincerely,

dw

famin Huang, Ph.D.
Senior Regulatory Manager

CC: Doug Spilker, Ph.D., Bayer HealthCare LLC, Animal Health Division
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Doug To suarez.mark@epa.gov

Spilker/SHAW
préCelflEM,’US,ré ¢t alexander.bewanda@epa.gov, davis.kable@epa.gov,

AYER Wendell

Davis/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES
08/14/2009 bee Bruce

07:53 AM Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Anja Hoelscher/TGAHL/AH/DE/BAYER@BAYERNOTES;
Jdagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Fiona
McLellan/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES

Subject Pet Collar - Deer Tick Protocol - Issue for PERC

Dear Mark,

Thank you for your comments in the reviews of the 4 efficacy protocols for our pursuit of
the registration of a dog/cat collar. However, we still need clarification regarding the
protocol for the efficacy trial against the deer tick f/ixodes scapiiaris)) The purpose of this
email is to request the Agency {via PERC) to reconsider the study requirements as
outlined in your review, due to the lack of availability of xedes scapiiaris ticks, which is a
serious problem. It will be discussed in more detail [ater. We feel our proposal will
adequately generate the efficacy data needed to meet the performance requirement on
this tick,

This is in reference to:

Product Performance/Efficacy Protocol Review

Study Title: "Efficacy of Imidacloprid + Flumethrin Collar Against Nymph and Adult
Ixodes scapularis” MRID 47718501

Mark Suarez, Entomologist

Date: 15 May 2008

Decision#: 408237

DP Barcode: 364030

Action: R272

Tosummarize:

A. Bayer AH participated in Pre-reg Meeting with the Agency, March 18, 2009, to
discuss efficacy requirements .

¢ Qurunderstandings from the meeting are contained in the meeting minutes attached.

& We are conducting the appropriate studies to get a general tick claim.

* We understood that it would be possible to conduct an /7 vifro study to secure a kills
deer ticks (Ixodes scapularis)' claim, but that we should submit a protocol for review.

o The review of the protocol indicated a much more robust study than we anticipated,
nor was proposed in our Pre-registration meeting.

B. Initial proposai {in the submitted protocol) for the xodes scapulans (Deer Tick)
study for the Imidacloprid Flumethrin collar:

o The study is based on a protocol method from PLRS (Corapeake, NC) for /n vitro
efficacy evaluation of deer ticks.

e The study would be conducted at BerTek {Greenbrier, AR).

o Two dogs were to be utilized in the study: Cne treated (receiving & collar) and one
untreated. o

e For each deer tick efficacy evaluation, hair is collected from multiple sites on the body
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of the dogs.

o After the hair collected, it is split into six Petri dishes (siX replicates per dog; the
experimental unit for the study is the Petr dish).

s  Deer ticks are added to the dishes (10 ticks to each dish), and efficacy evaluated in
48 hours.

s  The first evaluation for efficacy was scheduled on Day 16 (tick count day), and then
monthly for 8 months.

C. Based on the comments received from EPA (review and follow-up email, dated
5/28/09}, we offer the following for Agency consideration :

1. Protocol Proposal

s The following steps would be added to the study:
a) an /n vitro efficacy evaluation of hair from the dogs would be conducted
pre-treatment {i.e. pre-qualification).
b) the first tick efficacy evaluation would be moved to Day 7 {tick count
day).

s  Consideration of the lack of tick availability:
a) This is the limiting factor in conducting ixodes scapuliaris {Deer Tick)
studies, and would prohibit us from conducting such a robust study as you
requested any time in the near future.
b) There is only one major supplier of Ixodes ticks in the LS. - Oklahoma
State University, and the ticks from OSU are not available until mid- to late
2011 {due to demand for the ticks and the difficulty in rearing them).
d) We have been able to secure a smaller number of ticks from the CDC to
conduct the proposed /i vitro efficacy study.

2. Alternative Bridging Proposal

We will have available appropriate efficacy tests with the coflar for the control of a
similar European tick species, xodes ricinus. As an altemative to the proposed
protocol, would the Agency enterlain the use of these data to support a deer tick
claim, if we were able to provide an /» vifrobridging study to show that efficacy
was equivalent between ixodes ricinus and ixodes scapularis?

As you suggested, we are requesting that this issue be taken to the PERC for
discussion and decision. We ask that you discuss both the : &) modified protocal
and b} use of surrogate data with a bridging study , and provide us guidance. A
prompt response would be azppreciated.

Best regards,
Doug Spilker

Douglas Spilker, Ph.D.

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAIL. HEALTH

Office: +1 913-268-2751

Mohile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.O. Box 390
Shawnee Mission, KS§ 662(01-0390
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Couniry: USA

Bayer Animal Health "Powered by People, Driven by Science"

PreReg Efficacy Minutes 0309 Collar pdf
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Suarez.Mark@epamail.epa.g To Doug Spilker <doug.spilker b@bayer.com>

oV
ce
10/07/2009 03:49 PM
bee
Subject Re: Fw: Pet Collar - Deer Tick Protocol - Issue for PERC
History: This message has been forwarded.

Doug,

The PERC discussed your tick issue today. 1In brief, we arrived at
the following:

You nmust test Ix. scapularis to make claims against vectors
of Lyme disease, as this is the primary vector.

If you test brown dog ticks, lone star ticks, and Ix.
ricinus {with supporting bridging data for scapularis), you can make a
general tick claim.

If you test on brown deg and lone star ticks, you may make
claims against only those ticks.

I hope that this helps. Let me know what you want to do. I think
that we still need to iron out the protocel te ensure that you have an
adeguate study design. But, I7'1l leave it to your discretion. You may
feel that my previous review provided adeguate direction.

Regards,
Mark

Mark E. Suarez, Entomologist
Insecticide Branch

Registration Division (7505P)
Office of Pesticide Programs
Environmental Protection Agency
1200 Pennsylvania Avenue, NW
Washington, DC 20460

(703)305-0120
suarez.markBepa.gov

| m— e = >
| From: I
[m—m e >
) —————————————————————————————————————————————————————————————————————————————
_______________________________________________________________ I
|Doug Spilker <doug.spilker.b@bayer.com>
i
) —————————————————————————————————————————————————————————————————————————————
_______________________________________________________________ I
R >
| To: !
| = m e >
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> _____________________________________________________________________________
_______________________________________________________________ i
fmmmmm e >
| Ce: !
R >
} —————————————————————————————————————————————————————————————————————————————
_______________________________________________________________ [
|BeWanda Alexander/DC/USEPA/USEEPA, Richard Gebken/DC/USEPA/USEEPA
|
} _____________________________________________________________________________
_______________________________________________________________ i
. >
| Date: i
[ m—mmm e >
) —————————————————————————————————————————————————————————————————————————————
F10/06/2009 03:51 PM
|
> —————————————————————————————————————————————————————————————————————————————
R >
| Subject: |
= -—>
> _____________________________________________________________________________
_______________________________________________________________ i
|Fw: Pet Collar - Deer Tick Protocel - Issue for PERC
!
> _____________________________________________________________________________

Dear Mark,

As you reguested in our meeting today, please find below more
information regarding the bridging study that we propose to use to
support our Ixodes claim (see item 2c¢ - "Alternative Bridging Proposal”
in emai) attached)

The methods of the Ixcdes in vitro testing:
1) The in vitro test is a coated glass surface test

2) The testing will be conducted with flumethrin only {that is the
active ingredient that kills ticks!

3} A dose response test will be conduéted with both Ixodes species |
Ixodes scapularis and Ixodes ricinis}) to determine LDS50Q/LD95
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4) Two strains of Ixodes scapularis will be used and one strain of
Ixodes ricinis

5) Bach trial will have three replicates and the trial will be repeated
{two trials)

6} A positive outcome will be if the LD50/LD%®5 for Ixodes scapularis is
egual to or more sensitive to flumethrin compared to Ixodes ricinis

7) We will have in viveo studies demonstrating the efficacy of the collar
against Ixcodes ricinis, and this will support the efficacy against
Ixodes scapularis

Please let me know if you need additional information., We look forward
to a response from the PERC meeting that you have tomorrow.

Best regards,

Doug Spilker, Ph. D.

Manager —~ EPA Reg. Affairs
BAYER HEALTHCARE LLC

ANTMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.0O. Box 390

Shawnee Mission, KS 66201-039%90
Country: USA

Bayer Animal Health "Powered by People, Driwven by Science"

————— Forwarded by Doug Spilker/SHAWN/AGCHEM/US/BAYER on 10/06/2009
02:38 PM —-—-—-—-

To: suarez.mark@epa.gov

cct alexander.bewanda@epa.gov, davis.kablelepa.gov, Wendell
Davis/SHAWN/AGCHEM/US/BAYEREBAYER-US~-NOTES

Subject: Pet Collar - Deer Tick Protococl ~ Issue for PERC

Dear Mark,

Thank you for your comments in the reviews of the 4 efficacy protoceols
for our pursuit of the registration of a dog/cat collar. However, we
still need clarification regarding the protocol for the efficacy trial
against the deer tick {Ixodes scapularis.) The purpese of this email is
to reguest the Agency (via PERC) to reconsider the study requirements as
cutlined in your review, due to the lack of availability of Ixodes
scapularis ticks, which is a serious problem. It will be discussed in
more detail later. We feel ocur proposal will adeguately generate the
efficacy data needed to meet the performance requirement on this tick.

This is in reference to:
Product Performance/Efficacy Protocol Review

Study Title: "Efficacy of Imidacloprid + Flumethrin Collar Against Nymph
and Adult Ixodes scapularis." MRID 47718501
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Mark Suarez, Entomologist
Date: 15 May 2009
Decision#: 408237

DF Barcode: 364030
Action: R272

To summarize:

A. Bayer AH participated in Pre-reg Meeting with the Agency,
March 1%, 2009, to discuss efficacy requirements.
Qur understandings from the meeting are contained in the meeting
minutes attached.
We are conducting the appropriate studies to get a general tick
claim.
We understood that it would be possible to conduct an in vitro
study to secure a "kills deer ticks (Ixodes scapularis)” claim,
but that we should submit a protocel for review.
The review of the protocol indicated a much more robust study than
we anticipated, nor was proposed in our Pre-registration meeting.

B. Initial proposal {in the submitted protocol} for the Ixodes
scapularis (Deer Tick) study for the Imidacloprid/Flumethrin collar:
The study is based on a protocol method from PLRS {Corapeake, NC)
for in vitro efficacy evaluation of deer ticks.
The study would be conducted at BerTek {Greenbrier, AR).
Two dogs were to be utilized in the study: One treated {receiving
a collar) and one untreated.
For each deer tick efficacy evaluation, hair is collected from
multiple sites on the body of the dogs.
After the hair collected, it is split into six Petri dishes {six
replicates per dog; the experimental unit for the study is the
Petri dish}.
Deer ticks are added to the dishes {10 ticks to each dish}, and
efficacy evaluated in 48 hours.
The first evaluation for efficacy was scheduled on Day 16 {tick
count day}, and then monthly for 8 months.

C. Based on the comments received from EPA {review and follow~up
email, dated 5/28/09), we offer the following for Agency consideration:

1. Protocol Proposal
The following steps would be added to the study:
a) an in vitro efficacy evaluation of hair from the dogs
would be conducted pre-treatment {i.e. pre-qualification).
b} the first tick efficacy evaluation would be moved to

Day 7 {tick count day).

Consideration of the lack of tick availability:

a) This is the limiting factor in conducting Ixodes
scapularis {Deer Tick) studies, and would prohibit us from
conducting such a robust study as you requested any time in the
near future.

b} There is only one major supplier of Ixodes ticks in the
U.S8. -~ Qklahoma State University, and the ticks from OSU are not
available until mid- to late 2011 {due to demand for the ticks and
the difficulty in rearing them).

d) We have been able to secure a smaller number of ticks
from the CDC to conduct the proposed in vitro efficacy study.
2. Alternative Bridging Proposal

We will have available appropriate efficacy tests with the collar for
the control of a similar European tick species, Ixodes ricinus. As an
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alternative to the proposed protocol, would the Agency entertain the use
of these data to support a deer tick claim, if we were able to provide
an in vitro bridging study to show that efficacy was equivalent between
Ixodes ricinus and Ixodes scapularis?

As you suggested, we are requesting that this issue be taken to the PERC
for discussion and decision. We ask that vou discuss both the: a)
modified protocol and b) use of surrogate data with a bridging study,-
and provide us guidance. A prompt response would be appreciated.

Best regards,
Doug Spilker

Douglas Spilker, Ph.D.

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC

ANTMAT, HEALTH

Office: +1 913-268-2751

Mobile: +1 816~-506-3102

Fax: +1 8913-268-2135

Fmail: doug.spilker.b@bayer.com

Address;

P.0. Box 3%0

Shawnee Mission, K8 66201-0350
Country: USA

Bayer Animal Health "Powered by People, Driven by Science"

The information contained in this e-mail is for the exclusive use of the
intended recipient (s} and may be confidential, proprietary, and/or
legally privileged. Inadvertent disclosure of this message does not
constitute a waiver of any privilege. TIf you receive this message in
error, please do not directly or indirectly use, print, copy, forward,
or disclose any part of this message. Please also delete this e-mail
and all copies and notify the sender. Thank you.

For alternate languages please go to http://bayerdisclaimer.bayerweb.com
[attachment "PreReg Efficacy Minutes 0308 Collar.pdf" deleted by Mark
Suarez/DC/USEPA/US]
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Suvarez.Mark@epamail.epa.go
v

10/15/2009 11:37 AM

To Doug Spilker <doug.spilker.b@bayer.com>

cC Davis.Kable@epamail.epa.gov,
Gebken.Richard@epamail.epa.gov

Subject Re: PERC ixedes Discussion

Doug,

After discussion with the
Ix, ricinus as a substitute for
be to use wild caught Ix. scapularis from an area known to have a low
incidence of Lyme disease.

Regards,
Mark

Mark E. Suarez, Entomologist
Insecticide Branch

Registration Division (7505F)
Office of Pesticide Programs
Environmental Protection Agency
1200 Pennsylvania Avenue, NW
Washington, DC 20460

(703)305-0120
suarez.mark@epa.gov

PERC, we are not inclined to consider
Ix. scapularis. A better option would

From: Doug Spilker <doug.spilker.b@bayer.com>
To: Mark Suarez/DC/USEPA/USEEPA
Ccs Kable Davis/DC/USEPA/USEEPA, Richard Gebken/DC/USEPA/USQREPA
Date: 10/07/2009 06:59 AM
Subject: PERC Ixodes Discussion
Mark,

Just a thought. I am in the Residential Exposure SAP in the first floor
conference room until 3:00pm today {Wed.} If the PERC needs me for more
information, don't hesitate to come get me.

Doug
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2

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC

ANTMAL HEALTH

Office: +1 813-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@ibayer.com

Address:

P.0O. Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Powered by People, Driven by Science”

The information contained in this e-mail is for the exclusive use of the
intended recipient(s) and may be confidential, proprietary, and/or
legally privileged. Inadvertent disclosure of this message does not
constitute a waiver of any privilege. If you receive this message in
error, please do not directly or indirectly use, print, copy, forward,
or disclose any part of this message. Please also delete this e-mail
and all copies and notify the sender. Thank you.

For alternate languages please go to htip://bayerdisclaimer.bayerweb.com
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Doug To
Spitker/SHAWN/AGCH
EM/US/BAYER

06/04/2009 03:45 PM

cC

bee

Subject

Dear Ms. Alexander,

alexander.bewanda@epa.gov

Dan
Ciszewski/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES, Harish

Chopade/SHAWN/AGCHE M/US/BAYER@BAYER-US-NOT
ES, Jagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NGTES
Bruce Martin@BAYER-US-NQTES; Andrea
Hentges/TGHEN/AH/DE/BAYER@BAYERNQTES; Dorothee
Stanneck/VTBAT/AH/DE/BAYER@BAYERNOTES; Anja
Hoelscher/TGAHL/AH/DE/BAYER@BAYERNOTES;
Douglas
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES

Domestic Animal Safety Teleconference (DRAFT minutes) -

6/4/08

Thank you for your time this morning for the subject teleconference. It was
agreed in the teleconference that Bayer did not need to submit formal reflector
protocols for EPA review. The generation of an accurate set of minutes,
reviewed and concurred by the EPA, wouid be sufficient. Therefore, please find
attached the respective meeting minutes for the Agency's concurrence.

However, please note, there was one item that was not discussed, which we
have listed in the "Variables of Interest” - Chemicai analysis of the collars. It was
our assumption, although not specifically stated, that chemical analysis of the
collars would not be required. We would like confirmation of this, as well.

Best regards,
Doug

Doug Spilker, Ph.D,

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mabile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.Q. Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Powered by People, Driven by Science

EPA Mig 2008 Jurie 4 Fu + Imid Collar DAS doc

L]
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Bayer HealthCare

Animal Health Division

Bayer HealthCare LLC
Animal Health Division

Subject:  Teleconference between Bayer Animal Health and EPA - Insecticide/Rodenticide Branch &
Technical Review Branch, June 4, 2009; Proposed Domestic Animal Safety Requirements
for Flumethrin + Imidacloprid Collar

From: Douglas A. Spilker Phone: 913-268-2751
To: Ms. BeWanda EPA, Registration Branch (Team 13)
Alexander

Attendees: EPA (Agency) — BeWanda Alexander, Byron Backus (TRB)
Baver Animal Health (BAH) — Dan Ciszewski, Harish Chopade, Jagdeep Buch, and

Doug Spilker

A. PURPOSE OF THE MEETING: The teleconference was requested by BAH with the
topics for discussion to include:

1. Concurrence of Minutes from Qur Teleconference of March 11, 2009 - We are in the process of
developing the four protocols for Agency review. We would like some assurance that we have not
misunderstood the Agency’s recommendations on these topics/studies.

2. Effect of Reflectors on Collar Al Release Study - Due to a delay in the availability of the final
reflectors, we have been notified that they will not be available before the anticipated start of the
discussed Domestic Animal Safety studies. As mentioned above, we are in the process of developing
the four protocols, and now realize that it will not be possible to include the respective treatments, as
recommended by Dr. Backus in our teleconference of March 1ith, Therefore, BAH requests
guidance from EPA on how to accomplish the goal in a separate study.

B. BACKGROUND: End-product reflectors will not be available for use until early 2010. As
a result, we will be unable to evaluate the effect of the reflectors on the release of the active ingredients
(Als) from the collar in conjunction with the 4 guideline (dog, cat, puppy, and kitten) safety studies,
Therefore, the effect of reflectors on Al release will need to be evaluated in adjunct studies that are
separate from the 4 guideline (dog, cat, puppy, and kitten) safety studies. The following represents the
discussions and agreements that took place during the teleconference.

Page 1 of 2
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Dome... Animal Safety Telecon - Collar
June 4, 2009

PROPOSAL: Adjunct studies to evaluate the effect of reflectors on Al release

Subgroups: Bayer proposed that reflector studies be conducted in adult dogs and adult cats, This
proposal was based on the assumption that adults, being more active than pediatrics, would
generate more vigorous interaction between the reflectors and collars, EPA was willing to accept
this proposal provided that our assumption was verified by chemical analysis of the collar results
from the 4 guideline studies. To keep things simple, Bayer agreed to conduct separate reflector
studies in healthy dogs, cats, puppies, and kittens. EPA indicated that strict age requirements, for
puppies (7 weeks + 1 day) and kittens (10 weeks = 1 day)}, would not apply to the reflector
studies.

Treatment Groups and Animals per Group:
Group 1 (n=2): single collar only
Group 2 (n=2): single collar plus 3 reflectors

Study Puration: 30 days

Variables of Interest:

Pre-study physical examinations

Pre-study and post-study collar weights (x.xx gms}

Daily clinical {systemic) observations

Daily local observations

Pre-study and post-study animal body weights

Hematology and clinical chemistry would not be required.

Chemical analysis of the collars will not be required. [PLEASE NOTE; This was not discussed in
the teleconference.}

Proposed initiation date of the reflector studies: QI, 2010
Results: Compare the pre- and post-study collar weights between the groups. Similar differences
in the pre- and post-study collar weights, in both groups, would suggest that interaction of

reflectors with collars does not increase exposure o Al.

EPA agreed that Bayer did not need to submit formal reflector protocols for EPA review. The
generation of an accurate set of minutes, reviewed and concurred to by the EPA, would be
sufficient.

Action items/EPA Guidance Regarding Proposal for Adjunct Reflector-Collar Study

1)
2)

3

4)

EPA finds the conduct of a separate (adjunct) study acceptable.

BAH should prepare minutes for the Agency’s confirmation of the understandings from this
teleconference, and send via Ms. Alexander for distribution to Dr. Backus.

BAH will submit the four guideline study protocels for review via individual PRIA actions: a)
kitten, b) adult cat, ¢) puppy, and d) adult dog. The PRIA review timeline is 90 days, A separate
electronic submission of the WORD versions of the protocols could be helpful te the Agency
during their review preparation.

BAH requested, if possible, that the Agency gives priority to the review of the pediatric study
protocols ahead of the adult studies.

Page 2 of 2
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Note to Reg. Book:

Date: June 9, 20609 (~12:30 CDT)
From: D. A. Spilker
What: Telephone record

Subject: EPA Response to our DRAFT minutes of the Domestic Animal
Safety teleconference (flumethrin + imidacloprid collar} of
March 11, 2009

BeWanda Alexander (RB) and Byron Backus (TRB) of EPA called to give us
feedback on the subject meeting minutes submitted to them on May 8, 2009.
They had promised to do so, in our telecom of June 4™. | suggested that Harish
Chopade join the telephone call {(and he did), so they could discuss any
questions.

Dr. Backus said everything was okay on the minutes, and that they were a good
representation of the discussion. He did, however, ask that the statistical analysis
{as described in the BAH-developed attachment to the draft minutes) be altered
in the proposed protocols to combine the respective two control groups to allow
for more robust comparisons with the treatment groups. Harish Chopade
recorded additional details.

When asked about the chemical analysis of the collars in the reflector study (see
email of June 4™), he said that chemical analysis would not be needed in the
reflector adjunct study unless there was a significant weight loss [i.e. in reflector
treatment]. Dr. Backus said: "Just off the top of my head, | would say =10%
weight loss would be significant.”

Das 061009
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Bayer HealthCare

Animal Health Division

Bayer HeglthCare LLC
Animal Heglth Division

Date: May 8, 009 File Reference: EPA Mig 2000 Mar } ! Flu + Imid Collar DAS.doc

Subject:  Teleconference between Bayer Animal Health and EPA - Insecticide/Rodenticide Branch &
Technical Review Branch, March 11, 2009; Proposed Domestic Animal Safety
Requirements for Flumethrin + Imidacloprid Collar

From: Douglas A. Spilker, Phone: 913-268-2751
Ph.D.

To: Ms. BeWanda EPA, Registration Branch (Team [3)
Alexander

Attendees: EPA (Agency) — BeWanda Alexander, Richard Gebken (PM), Byron Backus (TRB)
Bayer Anima] Health (BAH) — Dan Ciszewski, Harish Chopade, Lisa Lowseth, Bruce
Martin, Mary Hunt, and Doug Spilker

A. Purpose of Meeting

The teleconference and discussion basically followed the handout order (see attached document, 4 pp.).
The purpose of this meeting was to discuss with the Agency the study/data requirements to support the
submissicn of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and
tick collar. Domestic Animal Safety data requirements for a spot-on formulation were previously
discussed in a Pre-regisiration meeting with the Agency on October 11, 2006. However, due to the change
in proposed formulation from a spoi-on to a collar, this additional discussion was warranted due to the
fact that some of the studies might not be possible due to the nature of the active ingredient and/or
formulation. Please find below Bayer Animal Health’s understandings from the teleconference, and the

request for the Agency’s concurrence on these points,

B. Study Design

Bayer indicaied that the proposed studies were designed to satisfy the requirements contained in OPPTS

870.7200. However, as Bayer plans to use these safety studies to satisfy the regulatory requirements of
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several different governmental agencies (EPA/USA and EMEA/EU), the Agency representatives will

notice that the proposed designs sometime exceed EPA standards. The testing requirements of the
EMEA, described in VICH GL 43 (Target Animal Safety for Veterinary Products), occasionalty supplant

the EPA guidelines and vice-versa.

Bayer provided outlines that described the design of collar safety studies in 2 distinct age/size groups of
companion animals: Pediatrics {puppies & kittens / less than or equal to 8 kg body wt) and Adults {dogs
& cats / greater than 8 kg body wt) {see pp 3 - 6]. During the teleconference, the outlines were addressed
and discussed on a line-by-line basis. In general, the Agency accepted many of the design proposals
described in Baver’s 2 study outlines. However, all recommendations, and/or revisions to the original

outlines, expressed by the Agency during the teleconference, are presented below:

Pediatrics (puppies & kittens)

» Treatment Groups and Animal Numbers/Group: EPA recommended use of the limit test {deletion

of the 3x group) only if we were confident that no adverse effects would develop in the 5x
puppies/kittens. However, the limit design will not be used in the pediatric studies as a 3x

pediatric group is an EMEA requirement.

» Chemical Analysis: Prior to use in studies, each batch of collars will have a certificate of analysis

for the percentage (w/w) of imidacloprid and flumethrin contents. The proposed study designs
for EPA teleconference had called for chemical analysis of the collars for residual imidacloprid
and flumethrin contents after their use only in the adult dogs and cats; chemical analysis of the
collars in the pediatric studies was not proposed. EPA, however, indicated that collars must be
analyzed for the residual contents of the two active ingredients in both the pediatric and adult
studies so that accurate exposure rates can be determined in both age groups and species. Bayer
agreed to do that,

» Chemical Analysis Procedure: With regards to chemical analysis of the collars in each study,

the EPA recommended weighing individual collars at the beginning and then after their use at
each collar application interval. For each collar application interval in a study, collars from one
male and one female showing the maximum chemical exposure fcalculated as collar wt loss (g) +
body weight (kg)] should be analyzed for imidacloprid and flumethrin contents. As agreed to by
the Agency, a batch analysis of the collar from each selected animal will be performed with the

Bayer analytical method (HPLC with UV detection).

? 193



e Clinical Signs: If localized hair loss develops in some puppies and kittens, presumably due to the

physical irritation associated with multiple collars (5) applied in a single layer, EPA advised us to
maintain these animals following official study termination (day 180), apply one coilar, and

document whether or not resolution of the local irritation/hair loss occurs.

Adults {dogs & cats)

» Necropsy of study animals is required by the EPA only in the event of severe (life-threatening)

reactions or death. Although not anticipated, the EMEA has indicated that the necropsy of all
surviving 0x and 5x cats may become necessary if multiple non-life threatening adverse reactions
develop in several adult cats, Additionally, if gross and /or microscopic lesions are identified in
adults at necropsy, post-mortem examination of the kittens may also be required by EMEA. If
general necropsies of the adult cats and kittens are required by EMEA, EPA requests that

EMEA's decision be documented via protocol amendment.

C. Consideration of testing with Reflector Device (components = clip and reflector)

* Bayer indicated that collars may be packaged with 3 reflectors. The collar and reflectors will be

in separate bags, but both bags will be contained within a single product box, Owners will have
the option of affixing these reflectors to their pet’s flea and tick collar.

+ Bayer proposed to conduct the companion animai safety studies without reflectors in order to
create conditions of maximum exposure.

* FPA proposed incorporation of an additional 1x group (n=4) to each study. For 30 days, two
animals would wear a single collar without reflectors, while two different animals would each
wear a single collar affixed with 3 reflectors. The collars would be weighed before application
and again at the conclusion of the 30-day peried. Similar pre- and post-test weights would

suggest that interaction of the refiectors with the collar does not increase exposure rates.

D. Other information

During the teleconference, reference was made to the previous general pre-registration meeting on
this project (March 4, 2009; D. Spilker with B. Alexander, R. Gebken and B. Backus). In the

aforementioned meeting, the list of required toxicology studies {based on HED concurrence; Maich
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14, 2007] shown did not include a chronic dog study, since this study is not required for a residential

indoor use pattern. At that meeting, Dr. Backus inquired regarding the availability of a sub-chronic or
chronic dog study with technical flumethrin. He inferred that these studies might be useful, if the
duration of the domestic animal safety study was not adequate. In the subject teleconference, Bayer
informed the Agency of the availability of two 90-day feeding studies in dogs. However, since BAH
plans to conduct the domestic animal safety studies for the full duration of the label claim (6 months),
this exposure duration should be adequate for the Agency to assess long-term exposure to flumethrin.

However, BAH plans to submit these supplemental studies with our application for registration.

E. Action items/EPA Guidance

1} BAH should prepare minutes for the Agency’s confirmation of the understandings from this
teleconference, and send via Ms. Alexander for distribution within the Agency.
2) BAH will submit four protocols for review via individual PRIA actions: I} kitten, 2) adult cat, 3)

puppy, and 4) adult dog.

Attachment:  “Companion Animal Safety Testing” [Document used for discussion purposes in
teleconference of March 24, 2009; (4pp.)]

Das 050800
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Flumethrin Technical Isomer Ratio

Flumethrin Technical is 96.2% flumethrin by weight (nominal percent of flumethrin
trans-Z1 + trans-Z2 isomers). The trans-Z1 isomer is present from 54-66% and the trans-
Z2 isomer is present from 34-46%. Following are some examples of how the isomer
ratio could be expressed on the product label. We request the EPA’s guidance on how
the agency would like to see the isomer ratio expressed on the product label.

1y

2

3)

5y

6)

flurnethrin

#igomer ratio:

flumethrin

*isomer ratio;

flumethrin

*{somer ratio:

flumethrin

*isomer ratio:

flumethrin

*isomer ratio:

flumethrin
*isomer ratio

4.5%*
60:40, trans-Z1:trans-Z2

4.5%%*
54-66% trans-Z1, 34-46% trans-Z2

4.5%*
60% trans-Z1, 40% trans-Z2

4.5%*
2.4-3.0% trans-Z1, 1.5-2.1% trans-Z2

4.5%*
2.7% trans-Z1, 1.8% trans-Z2

4,59%%
: 2.7:1.8, trans-Z1:trans-Z2

Absolute percent ranges of each isomer in the product based on the nominal
percent flumethrin in the product.
Absolute percent of each isomer in the product based on the nominal percent

flumethrin in

the product,

Absolute ratio of trans-Z1:trans-Z2
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Ecto Development Corporation Ecto Protocol number: M915P03

Date Typed: February 25, 2009 Ecto Study Number: M915S803
Supersedes: None Page 7of 8
PROTOCOL
Exhibit A

PHYSICAL AND CHEMICAT PROPERTIES TEST REQUIREMENTS

Test Substance

Section and Title End Use Product (Test Method SOP#/REF#)

63-2 (830-6302) Color: YES (SOP126)

63-3 (830-6303) Physical State: YES (SOP126)

63-4 (830-6304) Odon: YES (SOP126)

63-5 (830-7200) Melting Point: N/A* (1)

63-6 (830-7220) Boiling Point: N/A*(1)

63-7 (830-7300) Density, bulk density, YES (SOP129)
or specific gravity:

63-8 (830-7840) Solubility: N/A*(1)

{830-7860)

63-9 (830-7950) Vapor Pressure: N/A*(1)

63-10 (830-7370) Dissociation Constant: N/A®(1)

63-11 (830-7550) Octanol/water N/A*(1)
partition coefficient

63-12 (830-7000) pH: N/A*(2)

63-13 (830-6313) Stability: N/A*(1)

63-14 (830-6314) Oxidation or reducing: ‘Will not act as an oxidizing or reducing agent

63-15 (830-6315) Flammability - flashpoint N/A*(3)
{combustible liquids only)

63-16 {(830-6316) Explodability: N/A*(4)

63-17 (830-6317) Storage Stability: N/A*(5)

63-18 (830-7100) Viscosity: N/A*(9)
{Liquids Only)

63-19 (830-6319) Miscibility: N/A*(6)

(emulsifiable liguids and
is to be diluted with

petroleum solvent)

* N/A = Not Applicable -
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Ecto Development Corporation Ecto Protocol number: M915P03
Date Typed: February 25, 2009 Ecto Study Number: M915503
Supersedes: None Page 8of8§

PROTOCOL

PHYSICAL AND CHEMICAL PROPERTIES TEST REQUIREMENTS (continued)

Test Substance
Section and Title End Use Product (Test Method SOP#/REFH\
63-20 (830-6320) Corrosion characteristics: N/A*(8)
(when packaged in metal,
plastic or paper containers)
63-21 (830-6321) Dielectric breakdown voltage: N/A¥(T)
(ves if for use around electrical equipment)
61-3  (830-1670)Formation of unintentional Not likely to form unintentional ingredients
ingredients during manufacturing diring manufacturing

* N/A = Not Applicable

1) Per 40 CFR 158.190 - This test is only required on Technical grade of active ingredient and not for
end use product.

2) Per 40 CFR 158.190, This product is not soluble in water and pH of the test substance is not required.

3) Per 40 CER 158.190; 63-15(a) - This product is not considered a combustible liquid, because the
closed cup flashpoint for ail the ingredients is greater than 199E F.

4) Per 40 CFR 158.190; 63-16(a) - This product does not contain any explosive ingredients.

3) Per 40 CFR 158.190; 63-17 - This is a study to support stability of the product in the market
container. Stability is not part this study but will done under a separate study.

6} Per 40 CFR 158.190; 63-1%(a) - This product is not an emulsifiable concentrate type product.
7 Per 40 CFR 158.190; 63-21(a) - This product is not intended for use around electrical equipment.

8) Per 40 CFR 158.190; 63-20 - This is a study to support corrosion of the product in the market
container and not part of his study but done under a separate study.

N Per 40 CFR 158 190, 63-18. The product is a solid and viscosity is not applicable
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*Inert ingredient information may be entitled to confidential treatment*

Grinstead .Keri@epamaii.epa. To Doug Spilker <doug.spilker.b@bayer.com:>
gov
cC
09/15/2008 06:28 PM
bce

Subject Re: Inert determination - Non-Food uses

History: & This message has been replied to and forwarded.

Hi Doug,

Here are some general instructions for submitting a new nonfood inert
ingredient request and supporting data/discussion to the Inert
Ingredient Assessment Branch (IIAB}. There is currently no fee
associated with a new nonfood inert ingredient reguest and the review
time for a complete/adeguate submission is approximately 6-~12 months,
dependent upon how many regquests are ahead of you in the queue. (Note:
Submissions of new conventional product registrations or amendments are
not accepted until the inert is approved)

Your submission package should include a request letter and any/all
supporting data/discussion. The regquest lettexr should be used as the
cover letter for the submission and needs te include {1} Subject line
that reads "Reguest for Approval of a New Nonfood Use Inert Ingredient:
[insert your chemical name and CAS Reg. No.]", (2) Summary details of
your reguest {description, proposed use, etc.), and (3) A list of
studies you ares submitting with your package in support of your reguest.

The information typically used by the Agency to make a decision for
these types of requests includes: physical/chemical properties, toxicity
data {from animal studies}, environmental fate and effects data,
ecotoxicity data, as well as your discussion of anticipated exposure
from your proposed use of this chemical and your discussion of how,
based on the overall toxicity profile of the chemical, your proposed use
of the chemical would be considered safe for human health and the
environment.

We may also consider other publicly available information from review
programs such as High Production Volume Challenge Program, IUCLID
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datasets, OECD S5ID3, etc., as well as other publicly available,
peer-reviewed literature. Information on surrogate chemicals and
structure activity relationships may also be considered.

All study data need te be included in your submission package. Please
be aware that there are standard data format regquirements for all study
data submitted to the Agency under the Federal Insecticide, Pungicide,
and Rodenticide Act (FIFRA)} and Certain Provisions of the Federal Food,
Drug, and Cosmetic Act (FFDCA)} . These regquirements are outlined in
(PR} Notice 86-5. For your reference, a link to this Notice is provided
below. Submitted data packages that do not conform to these
reguirements may be returned to the submitter for necessary revision.

http://www.epa.gov/PR Notices/pr86-5.html

Upon receipt, IIAER screens all submission packages for completeness.
Only those packages deemed complete are placed in queue for IIAR review.
Submissions are placed in the review gueue in the order they are deemed
complete. You will be notified of any deficiencies.

all submissions to IIAB need to be received and processed by our
Document Processing Desk. Please use the addressing instructions below.
**Please note** the address is different depending on the type of
delivery service you plan to use.

Address for U.5. Post Office deliveries ONLY:

Inert Ingredient Assessment Branch/Registration Division
Office of Pesticide Programs

Document Processing Desk {(Mail Code 7504P)

U.5. Environmental Protection Agency

1200 Pennsylvania Avenue, NW

Washington DC, 20460

Address for FedEx, UPS, DHL, Courier Peliveries CONLY:

Inert Ingredient Assessment Branch/Registration Division
Office of Pesticide Programs

Document Processing Desk, 4th Floor Room S$-4%00

U.S5. Environmental Protection Agency

2777 South Crystal Drive

Arlingten, VA 22202

Flease let me know if you have any questions or need further
clarification.

Thanks,

Keri

Doug Spilker
<doug.spilker.b@

bayer.com> To
Keri Grinstead/DC/USEPA/USREPA
08/15/2008 12:32 ce
PM
Subject
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*Inert ingredient information may be entitled to confidential treatment*

Inert determination - Non-Food
uses

Hi Keri,

It was good to talk with you this morning. Thanks for the guidance on
how to proceed with our guestions. Please find below two inert
ingredients we would like to use in a NON-FOOD USE product. Would you
please check to see if these can be used, and if not - would you please
provide us with guidance on what we would need to provide to EPA to get
these approved for NON-FOOD USE by EPA?

Again, 1f I can do anything to facilitate getting the information you
need to evaluate d please do not hesitate to call.

Thanks,
Doug

i.
2.

Doug Spilker, Ph.D.

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LIC

ANIMAL HEALTH

Oifice: +1 913-268-2751

Mobile: +1 816-506-3102

Fax; +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O. Box 390

Shawnee Mission, K5 66201-03%0
Country: USA

Bayer Animal Health "Powered by People, Driven by Science"

The information contained in this e-mail is for the exclusive use of the
intended recipient(s) and may be confidential, preoprietary, and/or
legally privileged. Inadvertent disclosure of this message does not
constitute a walver of any privilege. If vou receive this message in
error, please do not directly or indirectly use, print, copy, forward,
or disclose any part of this message. Please glso delete this e-mail
and all coples and notify the sender. Thank you.
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Doug To alexander.bewanda@epa.gov
Spitker/SHAWN/AGCHEM/US

cC Llisa
/BAYER Lowseth/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTE

04/13/2009 10:49 AM S, Bruce
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES
bcc  Mary
Hunt'SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Jagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;

Douglas
Hutchens/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

ES
Subject Minutes of Pre Reg Meeting (03/30/09) - Coilar - Acute
Toxicity Requirements

Dear Ms. Alexander,

One of the action items from the Pre-registration meeting (subject - Acute Toxicity Reguirements) of
March 30, 2009 between Bayer Animal Health and the Agency was for us o prepare and submit meeting
minutes containing our understandings from the meeting, Therefore, please find attached the respective
minutes from the subject meeting, and the attachment we used during the discussion.

We ask for the Agency’s review and concurrence that our understandings from the pre -registration
meeting are correct. If there are any misunderstandings or inaccuracies, we ask that you let us know as
so00n as possible.

Best regards,

Boug

Boug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobife: +1 818-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O. Box 350

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Powered by People, Driven by Science”

Questions for EPA - acute toxicity March 30 2009.doc  EPA Mig 2003 Mar 30 Hu + Imid Collar Acute Toxdoc
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Bayer HealthCare

Animal Health Division

Bayer HeqithCare LLC
Animal Health Divislon

D&te: Apri] 13’ 2009 File Reference: EPA Mlg 2009 Mar 30 Fly + lmid Collar Acute Tox.doc

Subject:  Teleconference between Bayer Animal Health and EPA - Insecticide/Rodenticide Branch &
Technical Review Branch, March 30, 2009; Proposed Acute Toxicity Requirements for
Flumethrin + Imidacloprid Collar

From: Douglas A. Spilker,  Phone: 913-268-2751
Ph.D.

To: Ms. BeWanda EPA, Registration Branch (Team 13)
Alexander

Attendees: EPA (Agency) —~ BeWanda Alexander, Richard Gebken (PM), Byron Backus (TRB)
Bayer Animal Health (BAH) — Lisa Lowseth, Rex Henry, Bruce Martin, Mary Hunt,
Jagdeep Buch and Doug Spilker

A, Purpose of Meeting

The teleconference and discussion basically followed the handout order (see attached document, 3 pp.).
The purpose of this meeting was to discuss with the Agency the study/data requirements to support the
submission of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and
tick collar. Acute toxicity data requirements/protocols for a spot on formulation were previously
discussed in a Pre-registration meeting with the Agency on October 11, 2006. However, due to the change
in proposed formulation from a spot-on to a collar, this additional discussicn was warranted due to the
fact that some of the studies might not be possible due to the nature of the active ingredient and/or
formulation. Please find below Bayer Animal Health's understandings from the meeting, and the request
for the Agency’s concurrence on these points.

B. Data to Support Imidacloprid TGAI

BAH will receive authorization from Bayer CropScience to cite the toxicity data on imidacloprid TGAI
previously submitted and accepted by the Agency.

C. Data to Support Flumethrin TGAT

There are limitations in the conduct of acute toxicity studies due to physical characteristics of the TGAI
[glass-like solid at 20°C; difficulty in accurately measuring small quantities for dosing unless material is
heated and diluted.]

Page 1 of 3
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Acute Toxicity Telecon ~ Collar
March 30, 2609

1. Acute Ocular irritation in rabbits

BAH asked whether EPA would entertain a waiver request for the requirement of a primary eye irritation
study with flumethrin TGAIL Due to the physical characteristics of the TGAI, it is not possible to
accurately remove a 0.1 ml or 100 mg sample per OPPTS 870.2400 for placement in the conjunctival sac.
Flumethrin must be heated to 60-70°C to form a liquid which can then be mixed with an appropriate
vehicle such as corn oil for more accurate dosing.

BAH conducted an acute ocular irritation study in rabbits with flumethrin at a concentration of 10% in
olive oil {1994, according to OECD 405, EPA 798.4500 and 81.5). In this study, the AT was not an ocular
irritant.

Agency Response: No firm commitment was made from the Agency regarding the granting of a waiver
for this requirement. Dr. Backus recommended we try a cryogenic grinding method for the TGAL and
observe whether the TGATI stays finely ground, or whether it reverts to the original amorphous phase. If
the testing shows that it reverts to the amorphous glass-like phase then the study does not seem feasible.
BAH should try this, and then discuss it again with Dr. Backus. Under these circumstances, a waiver
might be possible. ‘

We only need to submit the previously conducted study using 13% flumethrin in olive oil if we find it
useful as background information.

2., Acute dermal Irritation in Rabbits

BAH would like concurrence from the Agency regarding a modification of the acute dermal irritation
study with flumethrin TGAT

BAH recently (2008) conducted an acute dermatl irritation study in rabbits with flumethrin diluted 50% in
corn oil. Flumethrin was warmed int a water bath to 66°C, diluted 50% with corn oil, cooled to RT and
1.0 ml of this mixture used for the dermal dose. The 0.5 ml of TGAI was still administered per OPPTS
§70.2500. Results: slight erythema only at 1 hr post-dressing removal; assigned to Toxicity Category IV.

Agency response: This study is reasonable, and conforms to variations allowed by the guidelines for
conduct of such studies.

D. End-Use Product — Collar

BAH planned to request a waiver of 5 of the 6 studies required for the end-use product similar to what
was done for the cattle ear tags, due to physical characteristics of the collar (solid plastic material). BAH
will conduct an acute dermal irritation study with the final collar product. The studies for which a waiver
was planned included:

Acute oral toxicity
Acute ocular ireitation
Acute dermal toxicity
Dermal sensitization
Acufe inhalation

. & & B B

Page 2 of 3
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Acute Toxicity Telecon — Collar
March 3G, 2009

Agency response: This plan is reasonable except for the omission of the dermal sensitization
requirement. A dermal sensitization study should be conducted using ground collar material (may be
frozen and then ground). Furthermore, the Agency asked that we include information on the release rate
of the active ingredient from the collar in our justification for the waiver of the acute oral toxicity data
requirement.

E. Consideration of testing with Reflector Device (components = clip and reflector)

The reflector [device] is made of two components: 1) Clip material - Makrolon® (polycarbonate) and 2)
Reflector material - polymethyl-methacrylate. Neither component coniaings any pesticide.

BAH proposes that no toxicity testing is needed for the reflector.

Agency response: This plan is acceptable since the reflector is a device, will not be a part of the collar in
the package (i.e. in separate bag), and contains no active ingredients. Furthermore, the aforementioned
studies should be conducted without the reflector, this being considered the worse-case scenario in that
the reflectors might reduce Al release.

F. Action items/EPA Guidance

BAH should prepare minutes for the Agency’s confirmation of the understandings from this
teleconference, and send via Ms. Alexander for distribution within the Agency.

For submission with the Application for Registration, each waiver request should be prepared as a stand
alone document, with its own report number and formaited according to PRN 86-5. This is so that each
requirement is addressed separately and has its own MRID number (for tracking purposes.)

Attachment:

“Questions for EPA - acute toxicity March 30 2009.doc”

Das (041309

Page 3 of 3
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Information for Discussion
Bayer HealthCare, LL.C Animal Health (BAH) and EPA
Teleconference March 30, 2009 at 11:00 AM (eastern)

RE: Acute toxicity testing of flumethrin technical grade (Al) and end-use product -
flea/tick collar for use on puppies/dogs and kittens/cats

Background:

PowerPoint presentation made by BAH to EPA on October 11, 2006 - BAH requested
that the Agency waive the acute ocular irritation study in rabbits and the acute dermal
irritation study in rabbits due to the physical limitations posed by flumethrin (glass-like
solid at 20°C).

Original discussion was for a spot-on for flea/tick control product with flumethrin, which

has been discontinued.
The new product under development is a plastic collar with flumethrin and imidacloprid

as Als.

Flumethrin will be a new Al registration. Imidacloprid is currently registered.

Items for Discussion March 30, 2009
1 Flumethrin TGAI
1.1.  Physical Characteristics

Limitations due to physical characteristics of the TGAL

e Glass-like solid at 20°C

¢ Difficulty in accurately measuring small quantities for dosing in acute ocular and
dermal irritation studies unless material is heated and diluted

1.2.  Acute Ocular irritation in rabbits

BAH would like concurrence from the Agency that a waiver will be granted for the
requirement for a primary eye irritation study with flumethrin TGAL Due to the physical
characteristics of the TGAI, it is not possible to accurately remove a 0.1 ml or 100 mg
sample per OPPTS 870.2400 for placement in the conjunctival sac. Flumethrin must be
heated to 60-70°C to form a liquid which can then be mixed with an appropriate vehicle
such as corn oil for more accurate dosing,

Page 1 of 3
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BAH conducted an acute ocular irritation study in rabbits with flumethrin at a
concentration of 10% in olive oil (1994, according to OECD 405, EPA 798.4500 and
81.5). Inthis study, the Al was not an ocular rritant,

Is this acceptable to the Agency?

1.3.  Acute dermal Irritation in Rabbits

BAH would like concurrence from the Agency regarding a modification of the acute
dermal irritation study with flumethrin TGAL

BAH recently (2008) conducted an acute dermal irritation study in rabbits with
flumethrin diluted 50% in corn oil. Flumethrin was warmed in a water bath to 66°C,
diluted 50% with corn oil, cooled to RT and 1.0 mi of this mixture used for the dermal
dose. The 0.5 m] of TGAI was still administered per OPPTS 870.2500. Results: slight
erythema only at 1 hr post-dressing removal; assigned to Toxicity Category IV.

Is this acceptable to the Agency?

2.0 End-Use Product — Collar

2.1 BAHrequests a Waiver of 5 of the 6 studies required for the end-use product
similar to what was done for the cattle ear tags due to physical characteristics of
the collar (solid plastic material)

Acute oral toxicity
Acute ocular mrritation
Acute dermal toxicity
Sensitization

Acute inhalation

BAH will conduct an acute dermal wrritation study with the final collar product.

Is this acceptable to the Agency?

2.2.  Consideration of testing for Reflector Device (components = clip and reflector)
Clip Material: Makrolon® (polycarbonate)
Very stable material, widely used

Used in medical devices such as corrective eyeglasses and needle-less syringes,
water bottles, protective head gear for sports, vehicle headlights
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Reflector Material: polymethyl methacrylate

Very stable material, widely used
Used in medical devices such as intraocular lenses and orthopedic implants, toys,
glazing on aircraft, lenses, light pipes

The Reflector Device does not contain any pesticide active ingredients.

BAH proposes that no additional toxicity testing is needed for the reflector.

Does the Agency concur?
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Minutes from US EPA fBayer—-Arﬁmal Health Division Pre-R  ‘tration Meeting
for Flumethrin Technical and Flumethrin Combeo Products
September 14, 2006

Meeting Attendees

Bayer EPA Exponent
Terry McNamara George LaRocca RD/IB Jim Messina
Ulrich Heukamp Bewanda Alexander RD/IB

Wendell Davis Kevin Sweeney RD/TRB

Mary Hunt Shyam Mathur RD/TRB

Doug Spilker

Anja Hoelscher

Bob Arther

Meeting Purpose

Describe new products; agree on data requirements; streamline registration process; defer
discussion on toxicology/human safety and domestic animal safety data requirements.

Agenda/Powerpoint Presentation

Generally, the powerpoint presentation was followed and speakers described their respective
portions of the presentation. Copies of the presentation and the draft label were distributed (both
attached).

Description of Products
Terry McNamara began the presentation, deseribing the products. Powerpoint slides 1-5.

World Wide Status of Flumethrin
At slide six, Ulrich Heukamp began explaining the established, world wide use of flumethtin in a
variety of products (slide 7).

e Bob Arther clarified why Bayer had not pursued a flumethrin registration previously.
Coumaphos has been used successfully in U.S, livestock applications, and Bayer U.S.
could not justify the time and expense to develop and register flumethrin for livestock
uses. However diseases carried by ticks have lately become a greater concern, the
companion animal market is large, and flumethrin combined with imidacloprid represents
an attractive flea and tick product for companion animals.

o (eorge LaRocca pointed out that if the product works systemically, it would be
considered an FDA regulated drug. Bob Arther explained that flumethrin is not systemic,
but behaves like other pyrethroids, such as permethrin. In Europe the regulatory
authorities do not distinguish between pesticides and drugs; all animal preducts are
considered veterinary medicines. : '

o Ulrich Heukamp continued the program with his discussion on isomers. At this time,
-Shyam Mathur said he prefers the product labels o identify the amounts of the two Z
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isomers. Thiscanbe a:  atio of the two Z isomers ~Z1 and Z2  3s a listing of a
percent for each. "

e The Agency asked about the nominal percent active ingredient for the TGAI/MUP
product. Bayer U.S. is currently working on this and agreed that the final claim will be
based upon these analyses.

s Onslide 15, any impurity listed on the Confidential Statement of Formula should be
listed by chemical name and CAS number (if available) and all impurities greater than
0.1% must be listed. All impurities can be listed, but those greater than 0.1% must be
listed. Any impurity of toxicological significance must be listed regardiess of the level.

» The estimated submission timeframe was discussed. Bayer U.S. estimates a submission
to EPA during the first quarter 2008 (calendar year).

Description of Spot-on Products and Flumethrin Spot-on
Wendell Davis began his portion of the presentation, demonstrating how to open a tube and
administer the product (the tube contained water, slide 16).

Data Requirements
Terry McNamara began the discussion on data requirements. George LaRocca agreed that

cat/dog use is considered an indoor residential use pattern (slide 23).

e For Product Chemistry, since the TGAI will be registered as an MUP, storage
stability/corrosion characteristics and stability must be done with the MUP.

e George LaRocca agreed that no Environmental Fate hydrolysis study would be required
(slide 29). This is based on the understanding that no manufacturing of the TGAI/MUP

will oceur in the U.S.

e George LaRocca emphasized the Agency’s concern with technical product is with
shipment within the U.S. For example, such data would be helpful if there is a spill of
technical material within the U.S. Both George LaRocca and Kevin Sweeney agreed that
there is no environmental exposure concern for the technical since it will not be
manufactured or imported to the U.S. for formulation. Therefore the Ecological Effects
studies should not be required. However, George LaRocca will review this with EFED
and respond to Bayer.

Product Performance/Efficacy
Wendell Davis began the product performance portion of the presentation, describing the product

and dose sizes (slide 38).

e There was much discussion regarding the label claim for waterproof (vs. water resistant).
Tt was obvious this has been a significant discussion item within EPA. George stated he
would never allow a waterproof claim. It seems there is variation among currently
registered product labels. Bayer U.S. confirmed that Frontline Plus has the waterproof
claim approved on its label. It was agreed that data will need to be submitted to support
the claim. Kevin Sweeney acknowledged that if other products have the claim, EPA
must treat all products in the same manner.

Page 2

x:moiijfminutes/Fina] Flumethrin Pre Reg Mirutes 2006Sept14.doc 10/24/G6

213



» George LaRocca asked about exposure of pets to water/bathing. h;ii)Wiﬂg exposure,
what keeps the product on the dog? Terry McNamara responded that it was a result of
the chemical properties of pyrethoids and the natural oils of the animal.

o The Agency said that the 12-hour efficacy claim may be an issue. Bayer U.S. explained
that this claim is supported by data. Additionally, the Agency approved it for Advantage.
EPA stated that it is probably not an issue if they have already approved the language for
another product, although they will need to review the product specific data.

¢ Kevin Sweeney asked if 1.2 ml provides sufficient efficacy for big cats (>10 pounds).
Bayer U.S. confirmed that it does and the same is true for large dogs.

s Kevin Sweeney asked about the Ixodes scapularis studies (slide 42). At this time, Bayer
is planning /» vitro hair laboratory studies. Kevin Sweeney will review the type of
studies (in vifro or in vive) which have been used in recent years to register products, and
inform Bayer if the testing regime is acceptable.

e Kevin Sweeney is interested in reviewing dose tifration studies for flumethrin and
synergist. How was the amount of flumethrin used in end product determined? The
study(ies) can be non-GLP. As the combination product contains flumethrin and MGK
264, a pyrethroid synergist, these studies should be with both flumethrin and the
synergist. He prefers “spot on” study(ies) in the target animals, and not applications in
other species. This will be submitted by Bayer as a supplemental study(ies) included
with the submission package.

Finally the group summarized data requirements as follows:

Environmental Fate — no studies per George LaRocca.

Ecological Effects — possibly no studies; George LaRocca will review with EFED and inform
Bayer.

Product Chemistry — ratio of Z isomers on product labels, and MUP (=TGAl) storage
stability/corrosion characteristics and stability studies.

Efficacy — Ixodes study — need to determine in vitro or in vivo. Kevin Sweeney will review and
inform Bayer, Prefer no European species of ticks.

Draft Label
Bewanda Alexander asked that we include the word “may” in regards to ticks carrying or
transmitting disease. Also, it was requested that we include the statement “Do Not Rub In” on

the product label.

Kevin Sweeney said that generally the Agency doesn’t allow time of kill claims on labels,
however if a claim is already approved on another label, then there should be no problem. For
example, “Kills 98-100% of the adult fleas on dogs within 12 hours and continues to prevent
infestations for at least four weeks.”

Next meetings between US EPA and Bayer Animal Health were proposed for Wednesday,
Oct. 11", Possibly morning and afternoon meetings; one for Toxicology/Human Safety and
another for Domestic Animal Safety to determine data requirements for registration.
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List of Items for Agency Concurrence

- Use Pattern

Under current 40 CFR Part 158 Appendix A, dog and cat uses are Indoor.

Under draft 40 CFR Part 158 proposal dog and cat uses would be Indoor Residential.
~ No data requirements (based on only dog and cat end-use products) for

Spray drift {40 CFR Part 158.440)

Plant protection (40 CFR Part 158.540)
Non-target insect (40 CFR Part 158.590)
Residue chemistry (40 CFR Part 158.240)

- Product Chemistry

o Data requirements for MUP and EP clearly defined in 40 CFR Part 158

¢ As the flumethrin TGAI will be registered as a MUP, storage stability/corrosion
characteristics and stability must be done with the TGAL

e The amounts of the two Z isomers must be specified on the label as a ratio or
listing of each.

- FEnvironmental Fate

Under current 40 CFR Part 158, no data should be required.

Under draft 40 CFR Part 158, only 8352120 Hydrol ysis data are conditionaily
required under certain conditions, but these conditions are not similar to dog/cat use.
Moreover, flomethrin does hydrolyze in similar manner as pyrethroids; a new
hydrolysis study would provide little new information.

Therefore no environmental fate data should be required.

~ Ecological Effects
Based on the use pattern (registration of a MUP for Indoor Residential Use), Bayer
proposed
850.2100 Avian oral toxicity (bobwhite)
850.1075 Freshwater fish (both rainbow trout and bluegill)
850.1010 Freshwater invertebrate (Daphnia)

However the MUP will be made in India and shipped to Germany for formulation
into the End Use Product {(Spot On). The Spot On product is what will be imported
into the U.S. Based on this, the MUP will not enter the U.S.; consequently, there will
be no environmental exposure with the MUP, and these studies may not be necessary.
George LaRocca will obtain an Agency decision on this.
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~ Efficacy

o Flea (adult and larvae) efficacy will be supported by imidacloprid studies on file
with EPA

e Flea ovicidal (egg) efficacy will be supported by pyriproxyfen studies on file with
EPA

e Tick efficacy to support a general tick claim wiil be demonstrated by new GLP
studies:

o Dermacentor variabillis (American Dog Tick) conducted in dogs
o Rhipicephalus sanguineus (Brown Dog Tick) conducted in dogs
v Laboratory (in vitro) studies for immature life stages
o Amblyomma americanum (Lone Star Tick) conducted in cats
o Ixodes scapularis (Deer Tick)
v Laboratory (in vitro) studies for all life stages
o Bathing/Water studies to support waterproof claim for dogs
= Bath group - weekly infestations and counts with one bath
approximately 2 weeks post-treatment.
w  Water group — weekly infestations and counts, with weekly
water immersions performed between counts and infestations.

Kevin Sweeney will review and respond.
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Boug To alexander.bewanda@epa.gov
Spilker/SHAWN/AGCHEM/US

/BAYER cc Jochem
Rueter/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES,

04/13/2009 t0:00 AM Rex
Henry/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES
bec Bruce
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Ma
Hun%SHAWN!AGCH EM/US/BAYER@BAYER-US-NOTES;
Jagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES
Subject Minutes of Pre Reg Meeting {03/24/09} - Collar - Product
Chemistry Requirements

Dear Ms. Alexander,

One of the action items from the Pre-registration meeting (subject - Product Chemistry Requirements) of
March 24, 2009 between Bayer Animal Health and the Agency was for us to prepare and submit meeting
minutes containing our understandings from the meeting. Therefore, please find attached the respective
minutes from the subject meeting, and the attachment we used during the discussion.

We ask for the Agency's review and concurrence that our undersiandings from the pre-regisiration
meeting are correct. If there are any misunderstandings or inaccuracies, we ask that you let us know as
soon as possible.,

Best regards,

Bouy

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office; +1 $13-268-2751

Mobite: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O.Box 390

Shawnee Mission, K§ 66201-0390
Country; USA

Bayer Animal Health "Powered by People, Driven by Science”

EPA Mg 2009 Mar 24 Flu + Imid Collar Prod Chem.doc  Flumethrin Isomer Reio &Product Chemistry.pdf
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Bayer HealthCare
Animal Health Division

Bayer HealthCare LLC
INTERNAL MEMORANDIIM Animal Health Division
Date: April 13, 2009 File Reference: EPA Mtg 2009 Mar 24 Flu + Imid Colfar Prod Chem.doc

Subject:  Teleconference between Bayer Animal Health and EPA - Insecticide/Rodenticide Branch &
Technical Review Branch, March 24, 2009; Proposed Product Chemistry Requirements for
Flumethrin + Imidacloprid Collar

From: Douglas A. Spilker,  Phone: 013-268-2751
Ph.D.

To: Ms. BeWanda EPA, Registration Branch (Team 13)
Alexander

Attendees: EPA (Agency) - BeWanda Alexander, Richard Gebken (PM), Shyam Mathur (TRB)

Bayer Animal Health (BAH) — Rex Henry, Jochem Rueter, Bruce Martin, Mary Hunt,
Jagdeep Buch and Poug Spilker

A, Purpose of Meeting

The teleconference and discussion basically followed the handout order (see attached document, 3 pp.).
The purpose of this meeting was to discuss with the Agency the study/data requirements to support the
submission of an application for registration of a flumethrin + imidacloprid combination dog/cat flea and
tick collar. Product chemistry data requirements for a spot-on formulation were previously discussed in a
Pre-registration meeting with the Agency on September 14, 2006. However, due to the change in
proposed formulation from a spot-on to a collar, this additional discussion was warranted due to the fact
that some of the studies might not be applicable due to the nature of the formulation. Furthermore, BAH
requests additional clarification from the Agency regarding the expression of the isomer ratio of
flumethrin on the label. Please find below Bayer Animal Health’s understandings from the
teleconference, and the request for the Agency’s concurrence on these points.

B. Flumethrin Isomer Ratio Expression on Formulated Product Label (see page 1 of handout)

BAH presented several options for the label expression of the isomer ratio of the flumethrin component of
the formulation. The Agency instructed that the label claim should appear as a maximum/minimum

expression:

Trans Z-1/Frans Z-2 ratio: max 66% trans Z-1 and min 34% trans Z-2

Page 104
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1 Elct Chemistry Telecon - Collar
March 24, 2009

C. Technical Material - Flumethrin Expression on Confidential Statement of Formula (CSF)

Only the nominal value of the flumethrin technical needs to be reported on the CSF for the flumethrin
technical (TGAI); no isomers need to be itemized.

D. Formulated Product - Flumethrin Expression on Confidential Statement of Formula (CSK)

Only the nominal value of the flumethrin technical needs to be reported on the CSF for the flumethrin
technical (TGAI); no isomers need to be itemized.

E, Physical and Chemical Properties Test Requirements for Formulated Product

In the list below is our understanding of the discussions from the teleconference for each of the study categories for the
formulated product (collar):

Section and Title Requirement
63-2 (830-6302) Color: YES
63-3 (830-6303) Physical State: YES
63-4 (830-6304) Odor: YES
63-5 (830-7200) Melting Point: N/A* (1)
63-6 (830-7220) Boiling Point: N/A* (1)
63-7 (830-7300) Density, bulk density, YES
or specific gravity:
63-8 (830-7840) Solubility: N/A* (1)
(830-7860)
63-9 (830-7950) Vapor Pressure: N/A* (1)
63-10 {830-7370) Dissociation Constant; N/A(1)
63-11 (830-7550) Octanol/water N/A* (1)
panition coefficient
63-12 (830-7000) pH: YES; Reques! Waiver (2)
63-13 {830-6313) Stability: N/A®(1)
63-14 {830-6314) Oxidation or reducing: YES; Request Waiver -Will not act as an oxidizing or

reducing agent

63-15 (830-6315) Ftammability - flashpoint N/A¥(3)
{combustible liquids oniy)
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Proatict Chemistry Telecon - Collar
March 24, 2009

63-16 (830-6316) Explodability: YES; Request Waiver (4)
63-17 (830-6317) Storage Stability: Required (5) — Condition of registration; will provide after
first production
63-18 (830-7100) Viscosity: N/A*(6)
(Liguids Only)
63-19 (830-6319) Miscibility: NIAH(T)

(emulsifiable liguids and
is to be diluted with
petroleum solvent)

63-20 (830-6320} Corrosicn characteristics: Regquired (8) — Condition of registration; will provide after
first production
{when packaged in metal,
plastic or paper containers)

63-21 (830-6321) Dielectric breakdown voltage: N/A*(9)
(yes if for use around electrical equipment)

61-3  (830-1670) Formation of unintentional YES; Discussion Required
ingredients during manufacturing

* N/A = Not Applicable

1) Per 40 CFR 158.190 - This test is only required on Technical grade of active ingredient and not
for end use product.

2) Per 40 CFR 158.190, This product is not soluble in water and pH of the test substance is not
required.

3) Per 40 CFR 158.190; 63-15(a) - This product is not considered a combustible liquid, because the
closed cup flashpoint for all the ingredients is greater than 199° F.

4) Per 40 CFR 158.190; 63-16(a) - This product does not contain any explosive ingredients.

5) Per 40 CFR 158.190; 63-17 - This is a study to support stability of the product in the market
container. Stability is not part this study but will done under a separate study.

6) Per 40 CFR 158 190, 63-18. The product is a solid and viscosity is not applicable
7 Per 40 CFR 158.190; 63-19(a) - This product is not an emulsifiable concentrate type product.

8) Per 40 CFR 158.190; 63-20 - This is a study to support corrosion of the product in the market
container and not part of his study but done under a separate study.

9) Per 40 CFR 158.190; 63-21(a) - This product is not intended for use around electrical equipment.
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Product Chemistry Telecon - Collar
March 24, 2009

F, Consideration of testing with Reflector Device (components = clip and reflector)

The reflector [device] is made of two components: 1) Clip material - Makrolon® (polycarbonate) and 2)
Reflector Material: polymethyl methacrylate. Neither component contains any pesticide active ingredients.

BAH proposes that no product chemistry information be required for the reflector.

Agency response: This is acceptable to the Agency since the reflector is a device, will not be a part of the
collar in the package (i.e. in separate bag), and contains no active ingredients.

G. Action items/EPA Guidance

1) BAH should prepare minutes for the Agency’s confirmation of the understandings from this
teleconference, and send via Ms. Alexander for distribution within the Agency.

2) In addition to the paper copies, the storage stability information may also be submitted in
electronic format (PDF or TIF files), but this is not a requirement.

3) The Agency reminded BAH that the enforcement method (Guideline No. 830.1800) should
include both active ingredients (flumethrin and imidacloprid).

Attachment:  Flumethrin Isomer Ratio & Product Chemistry,pdf
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AU OFFIBIAL USE GO

CONFIDENTIAL STATEMENT OF FORMUI.A ENCLOSED

DATE SUBMITTED BY (v)
SUBMITTED APPLICANT BASIC SUPPLIER

SEP 2 7 2010

RWS‘-!!

' mzsvm

ﬂo%ﬂ, PLL

Do Not Wﬂte Comments, .
Formula, or Parts of Formu!a
on This Envelope '

It shall be unlawful—for any person to use for his: nﬁ_ advanhge -
or to reveal, other than to the Secretary, or officials or ah!ployees of
the United States Department of Agricuiture or other Federal agene:o_s,}f '
or to the courts In response to a subpoena or to phys!c!m and ln.:

emergencles to pharmacists aw—oﬁmr qual!ﬁed persons for use
the preparation of ant!dotos in amrdame wlth such dlmct!ons
the Secretary may prescribe, any Information relative to femmlas' 'of_’
products acquired by authority of Section 4 of the "‘Federa! !usectlc{de R

Fungiclde, and Rodenticida Act.” S L

223



Pages 224-233-*Confidential Statement of Formula may be entitled to confidential treatment*





